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O (54) Title: BICYCLIC PYRROLYL AMIDES AS GLUCOGEN PHOSPHORYLASE INHIBITORS 1 

2 (57) Abstract: Heterocyclic amide derivatives, of formula (I): wherein -X-Y-Z- is selected, from -S-CR 4 =CR 5 -, -CR 4 =CR 5 -S-, 
-0-CR 4 =CR 5 -, -CR 4 =CR 5 -0-, -N=CR 4 -S-, -S-CR 4 =N-, -NR 6 -CR 4 =CR 5 - and -CR 4 =CR 5 -NR 6 -; or a pharmaceutical^ acceptable salt 

Q or an in vivo hydrolysable ester thereof; (with provisos); possess glycogen phosphorylase inhibitory activity and accordingly have 
value in the treatment of disease states associated with increased glycogen phosphorylase activity. Processes for the manufacture of 

^ said heterocyclic amide derivatives and pharmaceutical compositions containing them are described. 
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Bicyclic pyrrolyl amides as glucogenphos phorylase inhibitors 

The present invention relates to heterocyclic amide derivatives, pharmaceutically 
acceptable salts and in vivo hydrolysable esters thereof. These heterocyclic amides possess 
glycogen phosphorylase inhibitory activity and accordingly have value in the treatment of 
disease states associated with increased glycogen phosphorylase activity and thus are 
potentially useful in methods for the treatment of a warm-blooded animal such as man. The 
invention also relates to processes for the manufacture of said heterocyclic amide derivatives, 
to pharmaceutical compositions containing them and to their use in the manufacture of 
medicaments to inhibit glycogen phosphorylase activity in a warm-blooded animal such as 



man. 



The Uver is the major organ regulating glycaemia in the post-absorptive state. 
Additionally, although having a smaller role in the contribution to post-prandial blood glucose 
levels, the response of the Uver to exogenous sources of plasma glucose is key to an ability to 
maintain euglycaemia. An increased hepatic glucose output (HGO) is considered to play an 
important role in maintaining the elevated fasting plasma glucose (FPG) levels seen in type 2 
diabetics; particularly those with a FPG >140mg/dl (7.8mM). (Weyer et al, (1999), J Clin 
Invest 104: 787-794; Clore & Blackgard (1994), Diabetes 43: 256-262; De Fronzo, R. A., et 
al, (1992) Diabetes Care 15; 318 - 355; Reaven, G.M. (1995) Diabetologia 38; 3-13). 

Since current oral, anti-diabetic therapies fail to bring FPG levels to within the normal, 
non-diabetic range and since raised FPG (and glycHbAlc) levels are risk factors for both 
macro- (Charles, M. A. et al (1996) Lancet348, 1657-1658; Coutinho, M. et al (1999) 
Diabetes Care 22; 233-240; Shaw, J.E. et al (2000) Diabetes Care 23, 34-39) and 
micro-vascular disease (DCCT Research Group (1993) New. Eng. J. Med. 329; 977-986); the 
reduction and normalisation of elevated FPG levels remains a treatment goal in type 2 
diabetes. 

It has been estimated that, after an overnight fast, 74% of HGO is derived from 
glycogenolysis with the remainder derived from gluconeogenic precursors (Hellerstein et al 
(1997) Am J Physiol, 272: E163). Glycogen phosphorylase is a key enzyme in the generation 
by glycogenolysis of glucose-l-phosphate, and hence glucose in liver and also in other tissues 
such as muscle and neuronal tissue. 

Liver glycogen phosphorylase activity is elevated in diabetic animal models including 
the db/db mouse and the fa/fa rat (Aiston S et al (2000). Diabetalogia 43, 589-597), 
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Inhibition of hepatic glycogen phosphorylase with chloroindole inhibitors (CP91 149 
and CP320626) has been shown to reduce both glucagon stimulated glycogenolysis and 
glucose output in hepatocytes (Hoover et al (1998) J Med Chem 41, 2934-8; Martin et al 
(1998) PNAS 95, 1776-81, WO 96/39384 and WO 96/39385). Additionally, plasma glucose 

5 concentration is reduced, in a dose related manner, in db/db and ob/ob mice following 
treatment with these compounds. 

Studies in conscious dogs with glucagon challenge in the absence and presence of 
another glycogen phosphorylase inhibitor, Bay K 3401, also show the potential utility of such 
agents where there is elevated circulating levels of glucagon, as in both Type 1 and Type 2 

10 diabetes. In the presence of Bay R 3401, hepatic glucose output and arterial plasma glucose 
levels following a glucagon challenge were reduced significantly (Shiota et al, (1997), Am J 
Physiol, 273: E868). 

ES 2,081,747 discloses that certain amide derivatives of 4#-thieno[3,2-b]pyrroles and 
4tf-thieno[2,3-b]pyrroles are CCK antagonists and are useful in the treatment of gastric 
15 secretion disorders and in the regulation of appetite. The compounds disclosed in this 
document are disclaimed from the compound claims of the present invention. 

US 3,706,810 discloses that certain N-(aminoalkyl) derivatives of thieno[3,2- 
b]pyrrole-5-carboxamide are useful as analgesic and anti-depressant agents. The compounds 
disclosed in this document are disclaimed from the compound claims of the present invention. 
20 US 4,75 1,23 1 discloses that certain thieno[2,3-b]pyrrole-5-sulfonamides are useful in 

the treatment of elevated intraocular pressure and glaucoma. Certain amides are disclosed as 
intermediates. The compounds disclosed in this document are disclaimed from the compound 
claims of the present invention. 

US 4,794, 120 discloses 4i/-thieno[3,2-b]pyrrole-5-carboxyUc acid hydrazide and 6H- 
25 thieno[2,3-b]pyrrole-5-carboxylic acid hydrazide as intermediates in the preparation of 
corresponding (5-nitro-2-furanyl)methylenehydrazides which are antibacterials, fungicides 
and protozoacides. The compounds disclosed in this document are disclaimed from the 
compound claims of the present invention. 
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Co-pending application EP 1088824 discloses that a compound of Formula A: 
a stereoisomer, pharmaceutical^ acceptable salt or prodrug thereof, or a phannaceutically 




acceptable salt of the prodrug, 
wherein 

Q is aryl, substituted aryl, heteroaryl, or substituted heteroaryl; 
each z and X are independently (C, CH or CH 2 ), N, O or S; 
X 1 isNR a ,-CH 2 -,OorS; 

each — is independently a bond or is absent, provided that both — ■ are not 
simultaneously bonds ; 

R 1 is hydrogen, halogen, -OC r C 8 alkyl, -SCi-Qalkyl, -Ci-C 8 alkyl, -CF 3 , -NH 2 -, 
-NHC r C 8 alkyl, -N(C r C 8 alkyl) 2 , -N0 2 , -CN, -C0 2 H, -C0 2 C r C 8 alkyl, 
-C 2 -C 8 alkenyl, or -C 2 -C 8 alkynyl; 

each R a and R b is independently hydrogen or -Ci-C 8 alkyl; 
Yis 



\ 

H 



or absent; 

R 2 and R 3 are independently hydrogen, halogen, -Ci-C 8 alkyl, -CN, 
-CsC-Si(CH 3 )3, -OCi-Cgalkyl, -SCrCgalkyl, -CF 3 , -NH 2 , -NHCi-C 8 alkyl, 
-N(Ci-C 8 alkyl) 2 , -N0 2) -C0 2 H, -C0 2 Ci-G 8 alkyl, -C 2 -C 8 alkenyl, or 
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-C 2 -C 8 alkynyl, or R 2 and R 3 together with the atoms on the ring to which they are 

attached form a five or six membered ring containing from 0 to 3 heteroatoms and 

from 0 to 2 double bonds; 

R 4 is-C(=0)-A; 

A is -NR d R d , -NR a CH 2 CH 2 OR a , 



(CH^rwR 0 ^(CH 2 )n ^ c ^ (CHJrr^ 

•H fO, -N ^ -or _N SC 



each R d is independently hydrogen, Q-Qalkyl, C r C 8 alkoxy, aryl, substituted aryl, 
heteroaryl, or substituted heteroaryl; 
10 each R< is independently hyorogen, -C(=0)OR a .-OR a , -SR a , or -NR a R a ; and eachn is 

are usefoSt^diabetes, insulin resistance, diabetic neuropathy, diabetic nephropathy, 
diabetic retinopathy, cataracts, hyperglycemia, hypercholesterolemia, hypertension, 
hyperinsulinemia, hyperlipemia, atherosclerosis, or tissue ischemia. These compounds are 

15 disclaimed from the present application. 

The heterocyclic amides of the present invention possess glycogen phosphorylase 
inhibitory activity and accordingly are expected to be of use in the treatment of type 2 
diabetes, insulin resistance, syndrome X, hyperinsulinaemia, hyperglucagonaemia, cardiac 
ischaemia and obesity, particularly type 2 diabetes. 

20 The present invention provides a compound of formula (I): 

R 1 




(I) 

wherein: 

-X-Y-Z- is selected from -S-CR 4 =CR 5 -, -CR 4 =CR 5 -S-, -0-CR 4 =CR 5 -, -CR 4 =CR 5 -0-, 
25 -N=CR 4 -S-, -S-CR 4 =N-, -NR 6 -CR 4 =CR 5 - and -CR 4 =CR 5 -NR 6 -; 
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wherein R 4 and R 5 are independently selected from hydrogen, halo, nitro, cyano, 
hydroxy, fluoromethyl, difluoromethyl, triflnoromethyl, trifluoromethoxy, amino, carboxy, 
carbamoyl, mercapto, sulphamoyl, ureido, C^alkyl, C^alkenyl, C 2 . 6 alkynyl, C^alkoxy, 
C^alkanoyl, C^alkanoyloxy, ^(C.-ealky^amino, /WC^alkylhamino, 
5 C^alkanoylamino, AHC,*alkyl)carbamoyl, ^^-(C^alkyl) 2 carbamoyl, C w alkylS(0) a 

wherein a is 0 to 2, C^alkoxycarbonyl, C^alkoxycarbonylamino, ^C^alkyDsulphamoyl, 
AF,^-(Ci. 6 alkyl) 2 sulphamoyl, Ci-ealkylsulphonylamino and 
Ci. 6 alkylsulphonyl-^-(Ci^alkyl)amino; 
R 6 is hydrogen or Ci. 6 alkyl; 
10 R 1 is selected from hydrogen, halo, nitro, cyano, hydroxy, amino, carboxy, carbamoyl, 

mercapto, sulphamoyl, ureido, C^alkyl, C^alkenyl, C^alkynyl, C^alkoxy, C^alkanoyl, 
C^alkanoyloxy, i\KC^alkyl)amino, JV,^-(C^alkyl) 2 amino, C^alkanoylamino, 
iV-(C w alkyl)carbamoyl, ^^-(CMalkylhcarbamoyl, C,. 6 alkylS(0) a wherein a is 0 to 2, 
CLsalkoxycarbonyl, C^alkoxycarbonylaniino, Ar-(C,. 6 allcyl)sulphamoyl, 
15 Ar ( Ar-(C^alkyl) 2 sulphamoyl, C^alkylsmphonylamino, C^alkylsulphonyl-^C^alkyDamino, 
C 3 . 8 cycloalkyl, Cs-scycloalkylC^alkyl, aryl, arylC^alkyl, heterocyclic group and 
(heterocyclic group)C^alkyl; wherein R 1 may be optionally substituted on carbon by one or 
more groups selected from P and wherein if said heterocycUc group contains an -NH- moiety 
that nitrogen may be optionally substituted by a group selected from R; 
20 R 2 is selected from hydrogen, halo, nitro, cyano, hydroxy, fluoromethyl, 

difluoromethyl, trifluoromethyl, trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, 
sulphamoyl, ureido, C^aHcyl, C^alkenyl, C 2 . 6 alkynyl, C^alkoxy, C.^alkanoyl, 
Csalkanoyloxy, ^-(CealkyDamino, iW-(C^alkyl) 2 amino, C ^alkanoylamino, 
iV-(C^alkyl)carbamoyl, Ar,AT-(C M alkyl) 2 carbamoyl, ^(C^alkyl)-^-(C,-6alkoxy)carbamoyl, 
25 C,. 6 alkylS(0) a wherein a is 0 to 2, C,. 6 alkoxycarbonyl, Cwalkoxycarbonylamino, 
W-(Cualkyl)sulphamoyl, iV;iV-(C^alkyl) 2 sulphamoyl, sulphamoylamino, 
Ar-(C^alkyl)sulphamoylamino, ^^-(C,.6alkyl) 2 sulphamoylamino, d-ealkylsulphonylamino, 
C-salkylsulphonylaminocarbonyl, C,. 6 alkylsulphonyl-iV-(C^alkyl)amino and a group 
-E-F-G-H; 

30 wherein E and G are independently selected from a direct bond, -0-, -S-, -SO-, -S0 2 -, 

-OC(O)-, -C(0)0-, -C(O)-, -NR\ -NR a C(0)-, -C(0)NR\ -S0 2 NR a -, -NR a S0 2 -, 
-NR a C(0)NR\ -OC(0)NR a -, -NR a C(0)0-, -NR a S0 2 NR b -, -S0 2 NR a C(0)- and 
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-C(0)NR a S0 2 -; wherein R a and R b are independently selected from hydrogen or C,. 6 alkyl 
which is optionally substituted by a group V ; 

F is C^alkylene optionally substituted by one or more Q or a direct bond; 

H is selected from aryl, C^cycloalkyl and heterocyclic group; wherein H may be 
5 optionally substituted on carbon by one or more groups selected from S and wherein if said 
heterocyclic group contains an -NH- moiety that nitrogen may be optionally substituted by a 

group selected from T; 

R 3 is hydrogen or Ci. 6 alkyl; 

n is selected from 0-4; wherein the values of R 1 may be the same or different; and 
10 wherein the values of R 3 may be the same or different; 

P, S and Q are independently selected from halo, nitro, cyano, hydroxy, 
trifluoromethyl, trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, ureido, 
d-ealkyl, C^alkenyl, C^alkynyl, d-ealkoxy, C,. 6 allcanoyl, C^alkanoyloxy, 
iHCi- 6 alkyl)amino, MW^alkyl^amino, Cealkanoylamino, ^-(CLealkyDcarbamoyl, 
15 Ar^-(C 16 alkyl) 2 carbamoyl, ^(C^alkyl>iV-(Cualkoxy)carbamoyl; CealkylSCO),, wherein a 
is 0 to 2, C^alkoxycarbonyl, C^alkoxycarbonylamino, A/-(C,.6alkyl)sulphamoyl, 
^^-(CsalkyDasulphamoyl, C^alkylsulphonylamino, C^ealkylsulphonyl-AT-CC^ealkyDamino, 
C 3 ^cycloalkyl, aryl and heterocycUc group; wherein P, S and Q may be optionally and 
independently substituted on carbon by one or more groups selected from V and wherein if 
20 said heterocyclic group contains an -NH- moiety that nitrogen may be optionally substituted 

by a group selected from U; 

V is selected from halo, nitro, cyano, hydroxy, trifluoromethoxy, trifluoromethyl, 
amino, carboxy, carbamoyl, mercapto, sulphamoyl, methyl, ethyl, methoxy, ethoxy, acetyl, 
acetoxy, methylamino, ethylamino, dimemylamino, diethylamino, ^-memyl-AZ-emylamino, 

25 acetylamino, JV-methylcarbamoyl, A/-etbylcarbamoyl, iW-mmethylcarbamoyl, 

^Methylcarbamoyl, JV-methyl-iV-ethylcarbamoyl, methylthio, ethylthio, methylsulphinyl, 
ethylsulphinyl, mesyl, ethylsulphonyl, methoxycarbonyl, ethoxycarbonyl, 
A/-methylsulphamoyl, tf-ethylsulphamoyl, Wdimethylsulphamoyl, iV,^-diethylsulphamoyl, 
AT-methyl-iV-ethylsulphamoyl, morpholino, morphoUnocarbonyl, N- benzylcarbamoyl, and 4- 

30 hydroxypiperidinocarbonyl; 

R, T and U are independently selected from C M alkyl, Ci^alkanoyl, 
C,.4alkylsulphonyl, C M alkoxycarbonyl, carbamoyl, Ar-(C M alkyl)carbamoyl, 
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^-(CMalkyDcarbamoyl, phenyl, benzyl, benzyloxycarbonyl, benzoyl and phenylsulphonyl 
wherein R, T and U may be optionally and independently substituted on carbon by one or 
more groups selected from V; 

or a pharmaceutical^ acceptable salt or an in vivo hydrolysable ester thereof; 
5 with the provisos: 

' i) when -X-Y-Z- is -S-CH=CH-, R^CR'rV cannot be amino, l-phenyl-5-methyl-lH-l,5- 
benzomazepme-2,4(3H,5^ 

benzo(E)(l,4)diazepin-3-yl, 2-(4-phenyl-l,2,5,6-tetrahydropyrid-l-yl)ethyl, 3-(4- 
phenyl-l,2,5,6-tetrahydropyrid-l-yl)propyl, 2-(4-phenylpiperazin-l-yl)ethyl, 2<N- 

10 Mtoybriny^ 

ii) when -X-Y-Z- is -CH=CH-S-, R^CR'rV cannot be amino or l-methyl-5-phenyl-2-oxo- 

2,3-dihydro-lH-benzo(E)(l,4)diazepin-3-yl; 

iii) when -X-Y-Z- is -CH=C(S0 2 NH 2 )-S-, R^CR'rV cannot be methyl or isobutyl; and 

iv) when -X-Y-Z- is as initially defined, n is 1, R 1 is arylmethyl, substituted arylmethyl, 

15 • (heterocyclic group)methyl and substituted (heterocyclic group)methyl and R 3 is hydrogen 
then R 2 is not a group -C(=0)-A or a group -CH(OH)-C(=0)-A in which A is NR d R d , - 
NR a CH 2 CH 2 OR a , or 



N ,or N s Pz > 

(CH 2 )rr-R° \cH 2 )n^R c ^(CH 2 )n^R c 

20 each R" and R b is independently hydrogen or -Q-Cgalkyl; 

each R d is independently hydrogen, C-Csalkyl, C,-C 8 alkoxy, aryl, substituted aryl, 
heteroaryl, or substituted heteroaryl; 

each R° is independently hydrogen, -C(=0)OR a , -OR a , -SR a , or -NR a R a ; and each n is 
independently 1-3, and 
25 X'isNRVCHr.OorS. 




\ 
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In another aspect the present invention provides a compound of formula (I): 

R 1 



H 0 



(i) 

5 wherein: 

-X-Y-Z- is selected from -S-CR 4 =CR 5 -, -CR 4 =CR 5 -S-, -0-CR 4 =CR 5 -, -CR 4 =CR 5 -0-, 
-N=CR 4 -S-, -S-CR 4 =N-, -NR 6 -CR 4 =CR 5 - and -CR 4 =CR 5 -NR 6 -; 

wherein R 4 and R 5 are independently selected from hydrogen, halo, nitro, cyano, 
hydroxy, fluoromethyl, difluoromethyl, trifluoromethyl, trifluoromethoxy, amino, carboxy, 
10 carbamoyl, mercapto, sulphamoyl, ureido, C^alkyl, C 2 . 6 alkenyl, C^alkynyl, C^alkoxy; 
Cwalkanoyl, C,. 6 alkanoyloxy, WCi. 6 alkyl)amino, iV,/yMCi. 6 alkyl) 2 amino, . 
C^alkanoylamino, ^-(CsalkyDcarbamoyl, i\r,i\KC,*allcyl) 2 carbamoyl, C 1 . 6 alkylS(0) a 
wherein a is 0 to 2, C^alkoxycarbonyl, C^alkoxycarbonylamino, AT-CC^alkyDsulphamoyl, 
AWC w alkyl) 2 smphamoyl, C^alkylsulphonylamino and 
15 Ci.salkylsulphonyl-JV'-CCi^alky^amino; 

R 6 is hydrogen or Ci- 6 alkyl; 

R 1 is selected from hydrogen, halo, nitro, cyano, hydroxy, amino, carboxy, carbamoyl, 
mercapto, sulphamoyl, ureido, C^alkyl, C^alkenyl, C 2 . 6 alkynyl, C^alkoxy, C^alkanoyl, 
C^alkanoyloxy, ^-(C^alkyl)amino, Ar,Ar-(C,.6alkyl) 2 amino, C^alkanoylamino, 

20 iV.(C^alkyl)carbamoyl, iV;Ar-(C M alkyl) 2 carbamoyl, C 1 .6alkylS(0) a wherein a is 0 to 2, 
C^alkoxycarbonyl, C^alkoxycarbonylamino, jVKCi. 6 alkyl)sulphamoyl, 
^^-(Ci-6alkyl) 2 sulphamoyl, C^alkylsulphonylamino, CLealkylsulphonyl-^-CCuealkyOamino, 
C 3 . 8 cycloalkyl, C^cycloalkylQ^alkyl, aryl, arylCi. 6 alkyl, heterocyclic group and 
(heterocyclic group)C^alkyl; wherein R 1 may be optionally substituted on carbon by one or 

25 more groups selected from P and wherein if said heterocyclic group contains an -NH- moiety 
that nitrogen may be optionally substituted by a group selected from R; 

R 2 is selected from hydrogen, halo, nitro, cyano, hydroxy, fluoromethyl, 
difluoromethyl, trifluoromethyl, trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, 
sulphamoyl, ureido, Csalkyl, C 2 . 6 alkenyl, C^alkynyl, C^alkoxy, d-salkanoyl, 
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Ci^alkanoyloxy, iV-(Ci^alkyl)amino, AT,7\KCi-6alkyl) 2 amino, Ci^alkanoylamino, 
iV-(Ci^alkyl)carbamoyl, iy;//-(Ci.4alkyl) 2 carbamoyl, iV-(Ci^alkyl)-Ar-(Ci-6alkoxy)carbamoyl, 
Ci^alkylS(0) a wherein a is 0 to 2, Ci_ 6 alkoxycarbonyl, Ci- 6 alkoxycarbonylamino, 
7V-(Ci^alkyl)sulphamoyl, N,i\KCi-6alkyl) 2 sulphamoyl, sulphamoylamino, 
5 iV-(Ci> 6 alkyl)sulphamoylaiTiino, ^AKCi^alkyl) 2 sulphamoylamino, Ci^alkylsulphonylamino, 
Q^alkylsulphonylaminocarbonyl, Ci^alkylsulphonyl-A^(Ci^alkyl)amino and a group 
-E-F-G-H; 

wherein E and G are independently selected from a direct bond, -O-, -S-, -SO-, -S0 2 -, 
-OC(O)-, -C(0)0-, -C(O)-, -NR a -, -NR a C(0)-, -C(0)NR\ -S0 2 NR\ -NR a S0 2 -, 
10 -NR a C(0)NR b -; -OC(0)NR a -, -NR a C(0)0-, -NR a S0 2 NR b -, -S0 2 NR a C(O)- and 

-C(0)NR a S0 2 -; wherein R a and R b are independently selected from hydrogen or Ci. 6 alkyl; 
F is Ci. 6 alkylene optionally substituted by one or more Q or a direct bond; 
H is selected from aryl, C 3 -8cycloalkyl and heterocyclic group; wherein H may be 
optionally substituted on carbon by one or more groups selected from S and wherein if said 
15 heterocyclic group contains an -NH- moiety that nitrogen may be optionally substituted by a 
group selected from T; 

R 3 is hydrogen or Ci^alkyl; 

n is selected from 0-4; wherein the values of R 1 may be the same or different; and 
wherein the values of R 3 may be the same or different; 

20 P, S and Q are independently selected from halo, nitro, cyano, hydroxy, 

trifluoromethyl, trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, ureido, 
Ci_6alkyl, C 2 .6alkenyl, C^alkynyl, C^alkoxy, Ci^alkanoyl, Ci^alkanoyloxy, 
iV-(Ci.6alkyl)amino, ACAHCi.6alkyl) 2 amino, Ci^alkanoylamino, N-(Ci-6alkyl)carbamoyl, 
A/;i\T-(Ci.6alkyl) 2 carbamoyl, ^-(Ci^alkyO-iV^CCi^alkoxyJcarbamoyl, Ci^alkylS(0) a wherein a 

25 is 0 to 2, Q^alkoxycarbonyl, Ci.6alkoxycarbonylamino, JV-(Ci.6alkyl)sulphamoyl, 

^JV-(Ci.6alkyl) 2 sulphamoyl, Ci^alkylsulphonylamino, Ci-ealkylsulphonyl-^-Cd-ealkyOamino, 
C3.gcycloalkyl, aryl and heterocyclic group; wherein P, S and Q may be optionally and 
independendy substituted on carbon by one or more groups selected from V and wherein if 
said heterocyclic group contains an -NH- moiety that nitrogen may be optionally substituted 

30 by a group selected from U; 

V is selected from halo, nitro, cyano, hydroxy, trifluoromethoxy, trifluoromethyl, 
amino, carboxy, carbamoyl, mercapto, sulphamoyl, methyl, ethyl, methoxy, ethoxy, acetyl, 



PCT/SEOl/01880 

WO 02/20530 

- 10 - 

acetoxy, methylamino, ethylamino, dimethylamino, diethylamino, ^methyl-^ethylamino, 
acetylamino, iV-methylcarbamoyl, Af-ethylcarbamoyl, AT^-dimethylcarbamoyl, 
^-diethylcarbamoyl, AT-methyl-AT-ethylcarbamoyl, methylthio, ethylthio, methylsulphinyl, 
ethylsulpbinyl, mesyl, ethylsulpbonyl, methoxycarbonyl, ethoxycarbonyl, 
5 AT-methylsulphamoyl, tf-emylsulphamoyl, JV^-dimethylsulphamoyl, ^-diethylsmphamoyl 
or JV-memyl-N-ethylsmpbamoyl; 

R, T and U are independently selected from C M alkyl, C M alkanoyl, 
CMalkylsulphonyl, C^alkoxycarbonyl, carbamoyl, JV-(CMalkyl)carbamoyl, 
Ar^-(CMalkyl)carbamoyl, phenyl, benzyl, benzyloxycarbonyl, benzoyl and phenylsulphonyl; 
10 or a pharmaceutical^ acceptable salt or an in vivo hydrolysable ester thereof; 

with the provisos:i)when -X-Y-Z- is -S-CH=CH-, R^CR'rV cannot be amino, l-phenyl-5- 
met hyl-lH-l,5-benzodlazepme-2,^^ 

lH-benzo(E)(l,4)diazepin-3-yl, 2-(4-phenyl-l,2,5,6-tetrahydropyrid-l-yl)ethyl, 3-(4- 
phenyl-l,2,5 ) 6-tetrahydropyrid-l-yl)propyl, 2-(4-phenylpiperazin-l-yl)ethyl, 2-Qf- 

15 methylamino)ethyl, 2-morpholinoethyl or 2<Ar-memyl-^benzylamino)ethyl; 

. ii)when .X-Y-Z- is -CH=CH-S-, R^CR'rV cannot be amino or l-methyl-5-phenyl-2-oxo- 
2,3-dihydro-lH-benzo(E)(l,4)diazepin-3-yl; iii)when -X-Y-Z- is -CH=C(S0 2 NH 2 )-S-, R 2 - 
(CR'RV cannot be methyl or isobutyl; and iv) when -X-Y-Z- is as initially defined, n is 1 , R 1 
is arylmethyl, substituted arylmethyl, (heterocyclic group)methyl and substituted 

20 (heterocyclic group)methyl and R 3 is hydrogen then R 2 is not a group -C(=0)-A or a group - 
CH(OH)-C(=0)-A in which A is NR d R d , -NR a CH 2 CH 2 OR a , or 

(CH 2 ) n> R c ^ CH 2) n >^ C 

V (C H 2 )r>V NCH^R' 
each R a and R b is independently hydrogen or -Ci-C 8 alkyl; 
each R d is independently hydrogen, C-Qalkyl, Q-Cgalkoxy, aryl, substituted aryl, 
heteroaryl, or substituted heteroaryl; 
25 each R« is independently hydrogen, -C(=0)OR a , -OR a , -SR a , or -NR a R a ; and each n is 

independently 1-3, and 
X 1 isNR a ,-CH 2 -,OorS. 
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Ja this specification the term "alkyl" includes both straight and branched chain alkyl 
groups but references to individual alkyl groups such as "propyl" are specific for the straight 
chain version only. For example, "C^alkyl" includes C^kyl, propyl, isopropyl and /-butyl. 
However, references to individual alkyl groups such as 'propyl' are specific for the straight 
5 chained version only and references to individual branched chain alkyl groups such as 

■isopropyl' are specific for the branched chain version only. A similar convention applies to 
other radicals, for example "arylC^alkyl" includes arylC M alkyl, benzyl, 1-phenylethyl and 
2-phenylethyl. The term "halo" refers to fluoro, chloro, bromo and iodo. 

Where optional substituents are chosen from "one or more" groups it is to be 
10 understood that this definition includes all substituents being chosen from one of the specified 
groups or the substituents being chosen from two or more of the specified groups. 

A "heterocyclic group" is a saturated, partially saturated or unsaturated, mono or 
bicyclic ring containing 4-12 atoms of which at least one atom is chosen from nitrogen, 
sulphur or oxygen, which may, unless otherwise specified, be carbon or nitrogen linked, 
15 wherein a -CH 2 - group can optionally be replaced by a -C(0)-and a ring sulphur atom may be 
optionally oxidised to form the S-oxide(s). Examples and suitable values of the term 
"heterocyclic group" are morpholino, piperidyl, pyridyl, pyranyl, pyrrolyl, imidazolyl, 
thiazolyl, indolyl, quinolyl, thienyl, 1,3-benzodioxolyl, 1,3-dioxolanyl, tbiadiazolyl, 
piperazinyl, isothiazolidinyl, 1,3,4-triazolyl, tetrazolyl, pyrrohdinyl, 2-oxazohdinonyl, 
20 5-isoxazolonyl, benz-3-azepinyl, 1,4-benzodioxanyl, thiomorpholino, pyrrolinyl, 
homopiperazinyl, 3,5-dioxapiperidinyl, 3-pyrazolin-5-onyl, tetrahydropyranyl, 
benzimidazolyl, benzthiazolyl, imidazo[l,2-a]pyridyl, pyrimidyl, pyrazinyl, pyridazinyl, 
isoxazolyl, 4-pyridone, l-isoquinolone, 2-pyrroUdone, 4-thiazolidone 

2.3- dihydro-l,5-benzothiazepin-4(5H)-one. Preferably a "heterocyclic group" is pyridyl, 
25 imidazolyl, thiazolyl, quinolyl, thienyl, 1,3-benzodioxolyl, 1,3-dioxolanyl, isothiazotidinyl, 

1,3,4-triazolyl, tetrazolyl, 2-oxazolidinonyl, 5-isoxazolonyl, benz-3-azepinyl, hydantoinyl, 

1.4- benzodioxanyl, thiomorpholino, 3-pyrazolin-5-onyl, benzimidazolyl, benzthiazolyl, 
imidazo[l,2-a]pyridyl, pyrimidyl, pyrazinyl, and 2,3-dihydro-l,5-benzothiazepin-4(5H)-one 

"Aryl" is a partially saturated or unsaturated, mono or bicyclic ring containing 4-12 
30 carbon atoms, wherein a -CH 2 - group can optionally be replaced by a -C(O)-. Preferably aryl 
is phenyl, naphthyl, 1,2,3,4-tetrahydronaphthyl (tetralinyl) or indanyl. More preferably aryl is 
phenyl, naphthyl or 1,2,3,4-tetrahydronaphthyl. Most preferably aryl is phenyl, or naphthyl. 
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An example of "Ci-ealkanoyloxy" is acetoxy. Examples of "C^alkoxycarbonyl" 
include C M alkoxycarbonyl, methoxycarbonyl, ethoxycarbonyl, n- and r-butoxycarbonyl. 
Examples of "Ci^alkoxycarbonylamino" include methoxycarbonylamino, 
ethoxycarbonylamino, n- and ^utoxycarbonylamino. Examples of "C ^alkoxy" include 
methoxy, ethoxy and propoxy. Examples of "C^alkanoylamino" include formamido, 
acetamido and propionylamino. Examples of "C M alkylS(0) a wherein a is 0 to 2" include 
C M alkylsulphonyl, methyltbio, ethylthio, methylsulpbinyl, ethylsulphinyl, mesyl and 
ethylsulphonyl. Examples of "C^alkylsulphonylamino" include methylsulphonylamino, 
ethylsulphonylamino and propylsulphonylamino. Examples of 
"Cuealkylsmphonyl-iV-KCj-ealky^armno" include methylsulphonyl-iV-methylamino, 
ethylsulphonyl-W-methylamino and propylsulphonyl-W-emylamino. Examples of 
"Ci. 6 alkanoyl" include C^alkanoyl, propionyl and acetyl. Examples of 4 W-(C,^alkyl)amino" 
include methylamino and ethylamino. Examples of "^^-(C-salkyDjamino" include 
m-tf-memylamino, di-(iV-ethyl)amino and AT-efoyl-tf-memylamino. Examples of "C^alkenyl" 
are vinyl, allyl and 1-propenyl. Examples of "Cz-ealkynyl" are ethynyl, 1-propynyl and 
2-propynyl. Examples of 'W-(C,^alkyl)sulphamoyl" are^-(me±yl)sulphamoyl and 
^-(ethyl)sulphamoyl. Examples of 'W-(C,.6alkyl) 2 swphamoyr are ^-(dimethyl)sulphamoyl 
and i^(methyl)-iV-(ethyl)sulphamoyl. Examples of 'W-(C^alkyl)carbamoyl" are 
^-(CMalkyl)carbamoyl, methylaminocarbonyl and ethylaminocarbonyl. Examples of 
'W,JV-(C,-6alkyl) 2 carbamoyl" are W,iV-(C M alkyl)carbamoyl, dimethylaminocarbonyl and 
methylemylaminocarbonyl. Examples of "C 3 -8cycloalkyl ring" are cyclopropyl and cyclohexyl. 
Examples of "(heterocyclic group)C,^alkyl" include pyridylmethyl, 3-morpholinopropyl and 
2-pyrimid-2-ylethyl. Examples of "C 3 . 8 cycloalkylC ^cycloalkyl" include cyclopropylmethyl 
and 2-cyclohexylpropyl. •W-(a 6 alkyl)sulphamoylamino" are JV-(methyl)sulphamoylamino 
and^-(ethyl)sulphamoylamino. Examples of "iV-(C,^alkyl) 2 sulphamoylamino" are 
W(dimethyl)sulphamoylamino and JV--(memyl)-^-(ethyl)sulphamoylamino. Examples of 
"Ci. 6 alkylsmphonylaminocarbonyl" include methylsulphonylaminocarbonyl, 
ethylsulphonylaminocarbonyl and propylsulphonylaminocarbonyl. 

A suitable pharmaceutically acceptable salt of a compound of the invention is, for 
example, an acid-addition salt of a compound of the invention which is sufficiently basic, for 
example, an acid-addition salt with, for example, an inorganic or organic acid, for example 
hydrochloric, hydrobromic, sulphuric, phosphoric, trifluoroacetic, citric or maleic acid. In 
addition a suitable pharmaceutically acceptable salt of a compound of the invention which is 
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sufficiently acidic is an alkali metal salt, for example a sodium or potassium salt, an alkaline 
earth metal salt, for example a calcium or magnesium salt, an ammonium salt or a salt with an 
organic base which affords a physiologicaUy-acceptable cation, for example a salt with 
memylamine, dimethylamine, trimethylamine, piperidine, morpholine or 
trisK2-hydroxyethyl)amine. 

An in vivo hydrolysable ester of a compound of the formula (I) containing carboxy or 
hydroxy group is, for example, a pharmaceutically acceptable ester which is hydrolysed in the 
human or animal body to produce the parent acid or alcohol. Suitable pharmaceutically 
acceptable esters for carboxy include Q^alkoxymethyl esters for example methoxymethyl, 
C^alkanoyloxymethyl esters for example pivaloyloxymethyl, phthalidyl esters, 
C3. 8 cycloalkoxycarbonyloxyC,. 6 alkyl esters for example 1-cyclohexylcarbonyloxyethyl; 
l,3-dioxolen-2-onylmethyl esters for example 5-methyl-l,3-dioxolen-2-onylmethyl; and 
C^alkoxycarbonyloxyethyl esters for example 1-methoxycarbonyloxyethyl and maybe 
formed at any carboxy group in the compounds of this invention. 

An in vivo hydrolysable ester of a compound of the formula (I) containing a hydroxy 
group includes inorganic esters such as phosphate esters and a-acyloxyalkyl ethers and related 
compounds which as a result of the in vivo hydrolysis of the ester breakdown to give the 
parent hydroxy group. Examples of a-acyloxyalkyl ethers include acetoxymethoxy and 
2,2-dimethylpropionyloxy-methoxy. A selection of in vivo hydrolysable ester forming groups 
for hydroxy include alkanoyl, benzoyl, phenylacetyl and substituted benzoyl and phenylacetyl, 
alkoxycarbonyl (to give alkyl carbonate esters), dialkylcarbamoyl and 
AT-(dial]£ylaminoethyl)-^-alkylcarbamoyl (to give carbamates), dialkylarninoacetyl and 
carboxyacetyl. Examples of substituents on benzoyl include morpholino and piperazino linked 
from a ring nitrogen atom via a methylene group to the 3- or 4- position of the benzoyl ring. 

Some compounds of the formula (I) may have chiral centres and/or geometric isomeric 
centres (E- and Z- isomers), and it is to be understood that the invention encompasses all such 
optical, diastereoisomers and geometric isomers that possess glycogen phosphorylase 
inhibitory activity. 

The invention relates to any and all tautomeric forms of the compounds of the formula 
(I) that possess glycogen phosphorylase inhibitory activity. 

It is also to be understood that certain compounds of the formula (I) can exist in 
solvated as well as unsolvated forms such as, for example, hydrated forms. It is to be 
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understood that the invention encompasses all such solvated forms which possess glycogen 
phosphorylase inhibitory activity. 

Preferred values of R 1 , R 2 , R 3 , -X-Y-Z-and n are as follows. Such values may be used 
where appropriate with any of the definitions, claims or embodiments defined hereinbefore or 
5 hereinafter. 

Preferably -X-Y-Z- is selected from -S-CR 4 =CR 5 -, -CR 4 =CR 5 -S-, -0-CR 4 =CR 5 - and 
-N=CR 4 -S-. 

More preferably -X-Y-Z- is selected from -S-CR 4 =CR 5 - and -CR 4 =CR 5 -S-. 
In one aspect of the invention preferably -X-Y-Z- is selected from -S-CR 4 =CR 5 -. 
10 In another aspect of the invention preferably -X-Y-Z- is selected from -CR 4 =CR 5 -S-. 

Preferably R 4 and R 5 are independently selected from hydrogen, halo or d- 6 alkyl. 
More preferably R 4 and R 5 are independently selected from hydrogen, chloro, bromo 
or methyl. 

Particularly R 4 and R 5 are independently selected from hydrogen or chloro. 
15 More particularly R 4 and R 5 are both chloro. 

Preferably -X-Y-Z- is selected from -S-C(C1)=C(C1)-, -S-C(C1)=CH-, -S-CH=C(C1)-, 
-S-C(Br)=CH-, -S-CH=CH-, -CH=CH-S-, -0-CH=CH- , -N=C(Me)-S- and 
-S-CH=CCl-.More preferably -X-Y-Z- is selected from -S-C(C1)=C(C1)-, -S-C(C1)=CH-, 
-S-CH=C(C1)-, -S-C(Br)=CH-, -S-CH=CH-, -CH=CH-S-, -0-CH=CH- and -N=C(Me)-S-. 
20 Most preferably -X-Y-Z- is selected from -S-C(C1)=C(C1)-, -S-C(C1)=CH- and 

-S-CH=C(C1)-. 

Particularly -X-Y-Z- is selected from -S-C(C1)=C(C1)-. 
In one aspect of the invention, preferably R 6 is hydrogen. 
In another aspect of the invention, preferably R 6 is Ci^alkyl. 
25 Preferably R l is selected from hydrogen, hydroxy, Ci_ 6 alkyl, Ci^alkoxycarbonyl, 

arylCi. 6 alkyl and (heterocyclic group)C^alkyl; wherein R 1 may be optionally substituted on 
carbon by one or more groups selected from P; and 

P is selected from hydroxy and Ci.6alkylsu]phonyl-A^-(Ci. 6 alkyl)amino. 
More preferably R 1 is selected from hydrogen, hydroxy, methyl, methoxycarbonyl, 
30 benzyl and imidazol-4-ylmethyl; wherein R 1 may be optionally substituted on carbon by one 
or more groups selected from P; and 

P is selected from hydroxy and mesyl-AKmethytyamino. 
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Particularly R 1 is selected from hydrogen, hydroxy, methyl, methoxycarbonyl, 
tnesyWmethyDaminomethyl, benzyl, hydroxymethyl and inudazol-4-ylmethyl. 

More paxticnlaxly R 1 is selected from hydrogen, mesyl-W-(memyl)aminomethyl or 

benzyl. 

5 p re ferably R 2 is selected from //^-(C M alkyl) 2 carbamoyl, 

N. W^alkylhsulphamoylamino, C^alkylsulphonylaminocarbonyl and a group -E-F-G-H; 

wherein E and G are independently selected from a direct bond, -0-, -S-, -C(O)-, 

-NR 8 -, -C(0)NR a -, -NR a S0 2 - and -NR a C(0)0-; wherein R a is hydrogen; 

' FisC 16 alkyleneoptionallysubstitatedbyoneormoreQoradirectbond; 

10 H is selected from axyl, C 3 . 8 cycloalkyl and heterocyclic group; wherein H may be 

optionally substituted on carbon by one or more groups selected fromSand wherein if sard 

heterocyclic group contains an -NH- moiety that nitrogen may be optionally substituted by a 

group selected from T; 

S is selected from halo, hydroxy, trifluoromethyl, sulphamoyl, ureido, C^alkyl, 

15 C^oxy.i^^ 

substituted on carbon by one or more groups selected from V; 

Q is hydroxy; 

V is carbamoyl; and 

T is independently selected from C M alkyl or phenyl. 
20 More preferably R 2 is selected from tftf-dimethylcarbamoyl, 

N^-dimemylsulphamoylamino, mesylaminocarbonyl and a group -E-F-G-H; 

wherein E and G are independently selected from a direct bond, -0-, -S-, -C(0)-, 
-NR 1 -, -C(0)NR\ -NR a S0 2 - and -NR a C(0)0-; wherein R tt is hydrogen; 

F is methylene optionally substituted by one or more Q or a direct bond; 
25 H is selected from phenyl, naphthyl, cyclopropyl, thiomorpholino, pyridyl, thiazolyl, 

isothiazolyl, morpholinyl, 2,3-dihydro-l,5-benzothiazepin-4(5H)-onyl, 5-oxo-3-pyrazolmyl, 
2 . 0 xazolidinonyl,5-hyd^^ 

imidazo[l,2-a]pyridinyl, benzothiazolyl, 2,5-dioxoimidazolidinyl, pyrazinyl, pyridazmyl, 
toidazolyl, benzimidazolyl, tetrazolyl, quinolyl, 1,3-dioxolanyl and thienyl; wherein H may 
30 be optionally substituted on carbon by one or more groups selected from S and where* of a 
heterocyclic group contains an -NH- moiety that nitrogen may be optionally substituted by a 
group selected from T; 
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S is selected from fluoro, chloro, hydroxy, trifluoromethyl, sulphamoyl, ureido, 
methyl, ethyl, methoxy, JV; JV-dimethylamino, acetamido and phenyl; wherein S may be 
optionally substituted on carbon by one or more groups selected from V; 

Q is hydroxy; 
5 V is carbamoyl; and 

T is independently selected from methyl or phenyl. 

Particularly R 2 is selected from Af; AT-dimethylcarbamoyl, N, AT-dimethylsulphamoyl- 
amino, mesylaminocarbonyl, 2-methoxyphenyl, phenoxy, 2-phenylcyclopropyl, thien-2-yl, 4- 
fluorophenyl, benzoyl, thiomorpholino, anilinocarbonyl, pyrid-2-ylamino, thiazol-2-yl, 

10 benzylsulphonylamino, 2,3-dihydro-l,5-benzothiazepin-4(5H)-one-3-yl, l-phenyl-2,3- 

dimethyl-5-oxo-3-pyrazolin-4-yl, 3-phenyl-2-oxazolidinon-5-yl, 5-hydroxy-l ,3,4,5-tetrahydro- 
benzo[b]azepin-2-onyl, 3-phenyl-5-oxo-2-isoxazolin-4-yl, imidazo[l ,2-a]pyridin-2-yl, 
benzothiazol-2-yl, 2,5-dioxoimidazolidin-3-yl, naphth-2-ylaminocarbonyl, phenyl, 4- 
sulphamoylphenethyl, 4-(iV;A^dimethylamino)phenyl, 4-sulphamoylphenyl, anilino, 4- 

15 hydroxyphenyl, quinolin-3-yl, 4-chlorophenyl, 2-methoxypyrid-5-yl, 3-methylisothiazol-5~yl, 
3-trifluoromethylpyrid-2-yl, tetrazol-5-yl, benzyloxycarbonylamino, benzimidazol-2-yl, 2- 
trifluoromethylpyrid-5-yl, pyridazin-2-yl, pyridazin-3-yloxy, pyrid-2-yl, imidazol-5-yl, 4- 
acetamidophenoxy, 2-ureidothiazol-4-yl, benzylthio, 2-phenyl-l,3-dioxolan-2-yl, 4- 
carbamoylmethylphenoxy, (N-benzylcarbamoylmethyl), phenethyl, 3-phenylpropyl, [2-(2- 

20 hydroxyphenyl)ethyl], -(a,a-dimethylphenethyl), (l-phenylcyclobutyl)methyl), 
(P-methylphenethyl), (l,2,3,4-tetrahydronaphth-2-yl), benzyl, (iV-benzyl-iV- 
methylcarbamoylmethyl), (A^methyl-A^-phenylcarbamoylmethyl), [A^(2-cyanoethyl)-A^- 
phenylcarbamoylmethyl], [N-(4-methoxyphenyl)carbamoylmethyl], [7V-(4- 
fluorophenyl)carbamoylmethyl], [7V-(4-nitrophenyI)carbamoylmethyl], [7/-(2,6- 

25 dimethylphenyl)carbamoylmethyl], [i^-methyl-^-(4-methylphenyl)carbamoylmethyl], 
methyl-//-(3-methylphenyl)carbamoylmethyl], [N-(3-chlorophenyl) T^-methylcarbamoyl- 
methyl], [A L (2~hydroxyethyl)-iV : phenylcarbamoylmethyl], [A^-(l,l-dimethyl-2- 
hydroxyethyl)carbamoylmethyl] , [7/-(2-hydroxyethyl)-7V-methylcarbamoyl-methyl] , [N-(2- 
hydroxyethyl)carbamoylmethyl] , [JV-(3-hydroxypropyl)carbamoylme±yl], [JV-(4- 

30 hydroxybutyl)carbamoylmethyl], {i\T-I>is(hydroxymethyl)methyl]carbamoylmethyl}, 

[iV-(2,3-dihydroxypropyl)carbamoylmethyl] , [N-(4-hydroxymethylphenyl)-carbamoylmethyl] , 
[iV-(5-isoquinolyl)carbamoylmethyl], [//-(3-hydroxymethy)lphenyl]-carbamoylmethyl], {N-[4- 



WO 02/20530 



PCT/SE01/01880 



- 17- 

(2-hydroxyethyl)phenyl]carbamoyl-methyl } , [iV-(2,4-difluorophenyl)-A^niethyl- 
carbamoylmethyl], [(l,2,3,4-tetrahydro-l-quinolyl)carbonyl-methyl], [jV-(2-cyanoethyl)-N- 
methylcarbamoylmethyl], [iV^(4-hydroxypiperidino)-carbamoylmethyl], (N- 
cyclopentylcarbamoylmethyl), (N-isopropyl-carbamoylmethyl), (N-isopropyl-N- 
5 methylcarbamoylmethyl), (thiornorpholin-carbonylmethyl), (morpholino-carbonylmethyl), 
[(1 ,l-dioxothiomorpholino)carbonyl-methyl], [(l-oxothiomorpholino)-carbonylmethyl], (2- 
indanyl), (benztl,2]oxazol-3-ylmethyl), {2-[2-(hydroxymethyl)phenyl]-ethyl}, (4- 
phenylisoxazol-3-ylmethyl), { 2-[2-(2-morpholino-ethoxy)phenyl]ethyl } , { 2-[2- 
(methoxycarbonyl-misthoxy)phenyl]ethyl } , { 2-[2-(carboxy-methoxy)phenyl]ethyl } , [2-(3- 

10 methoxyphenyl)ethyl], (2-oxo-l J 2,3,4-tetrahydroquinol-3-yl), {2-[2-(2- 

methoxyethoxy)phenyl]ethyl } , {2-[2-(carbamoylmethoxy)phenyl]ethyl } , { 2-[2-(N- 
methylcarbamoylmethoxy)phenyl]ethyl } , { 2-[2-(N,N-dimethylcarbamoyl- 
methoxy)phenyl]ethyl } , 2-[2-(morpholinocarbonylmethoxy)-phenyl]ethyl, 2-[2-(N- 
benzylcarbamoylmethoxy)phenyl]ethyl, 2-[2-(4-hydroxypiperidinocarbonylmethoxy)- 

1 5 phenyl]ethyl, [ 1 -(5-ethoxycarbonyl- 1 ,3 ,4-oxadiazo-2-yl)-2-phenylethyl] , [ 1 -(4- 

methoxycarbonyl-oxazo-5-yl)-2-phenylethyl], [2-phenylethyl-l-(pyrid-3-yl)], [2-phenylethyl - 

1- (3-phenyl-l,2,4-oxadiazo-5-yl) ], (l-hydroxyindan-2-yl), [(lS,2S)-2-indan-l-ol], [(1R,2R)- 

2- indan- 1 -ol] , (3-indanyl), ( 1 -hydroxy- 1 ,2,3 ,4-tetrahydronaphth-2-yl) , (6-fluoro- 1 - 
hydroxyindan-2-yl), (7-methoxy- 1 -oxo- 1 ,2,3,4-tetrahydronaphth-2-yl), -(3-methylisoxazol-5- 

20 yl)methyl], (4-hydroxy-l,l-dioxotetrahydrothiophen-3-yl), -{iV-methyl-^-[(l-oxo-l,2,3,4- 
tetrahydronaphth-2-yl)methyl]carbamoylmethyl}, (3-methylisoxazol-5-yl)methyl] s (4- 
hydroxy-l,l-dioxotetrahydrothiophen-3-yl), {^-methyl-iV-[(l-oxo-l,2,3,4-tetrahydronaphth-2- 
yl)methyl]carbamoylmethyl}, (2-oxo-l,2,3,4-tetrahydroquinol-3-yl), (1,2,3,4- 
tetrahydroquinol-3-yl), (l-methyl-2-oxo-l,2,3,4-tetrahydroquinol-3-yl), (3-oxo-2,3,4,5- 

25 tetrahydro-l,fir-benz[2]azepin-4-yl), (l-methoxyindan-2-yl), { 

dimethylethoxy)carbonylamino]indan-2-yl}, ( 1 -aminoindan-2-yl)] , (l-acetamidoindan-2-yl), 
[l-(methanesulphonamido)indan-2-yl], [l-Cmethylamino)indan-2-yl], or [l-(iV- 
methylacetamido)indan-2-yl] . 

More particularly R 2 is selected from AfN-dimethylcarbamoyl, 

30 A^iV-dimethylsulphamoylamino, mesylaminocarbonyl, 2-methoxyphenyl, phenoxy, 2- 

phenylcyclopropyl, thien-2-yl, 4-fluorophenyl, benzoyl, thiomorpholino, anilinocarbonyl, 
pyrid-2-ylamino, thiazol-2-yl, benzylsulphonylamino, 2,3-dihydro-l,5-benzothiazepin-4(5H)- 
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one-3-yl, l-phenyl-2>dimethyl-5-oxo-3- P yrazoUn4-yl, 3-phenyl-2-oxazolidinon-5-yl, 5- 

hydroxy-l,3,4,5-tetrahydro^^ 

irmdazo[l>a]pyri^ 

ylaminocarbonyl, phenyl, 4-sulphamoylphenethyl, 4-WJV-oUmethylarnino)phenyl, 4- 
5 sulphamoylphenyl, anilino, 4-hydroxyphenyl, quinolin-3-yl, 4-chlorophenyl, 2-methoxypyrid- 

5-yl, 3-methylisothiazol-5-yl, 3-trifluoromethylpyrid-2-yl, tetrazol-5-yl, 

benzyloxycarbonylamino, benzimidazol-2-yl, ^trifluoromethylpyrid-S-yl, pyridazin-2-yl, . 

pyridazin-3-yloxy, pyrid-2-yl, hnidazol-5-yl, 4-acetamidophenoxy, 2-ureidothiazol-4-yl, 

benzylthio, 2-phenyl-l,3-dioxolan-2-yl and 4-carbamoylmethylphenoxy. 
10 Most particularly R 2 is selected from Wdimethylcarbamoyl, phenoxy, 2- 

phenylcyclopropyl, thien-2-yl, 4-fluorophenyl, benzoyl, thiomorpholino, anilinocarbonyl, 

pyrid-2-ylamino or thiazol-2-yl. 
Preferably R 3 is hydrogen. 

Preferably n is selected from 0-3; wherein the values of R 1 may be the same or 
15 different; and wherein the values of R 3 may be the same or different. 

More preferably n is selected from 0-2; wherein the values of R 1 may be the same or 
different; and wherein the values of R 3 may be the same or different. 

In one aspect of the invention preferably n is 2; wherein the values of R 1 may be the 
same or different; and wherein the values of R 3 may be the same or different. 
20 In one aspect of the invention preferably n is 1 . 

In one aspect of the invention preferably n is 0. 

In another aspect of the invention, preferred compounds of the invention are any one 
of the Examples or a pharmaceutically acceptable salt or an in vivo hydrolysable ester thereof. 
In another aspect the present invention provides a compound of formula (I) (as 

25 depicted above) wherein: 

-X-Y-Z- is selected from -S-CR 4 =CR 5 -, -CR 4 =CR 5 -S-, -0-CR 4 =CR 5 - and -N=CR 4 -S-; 
R 4 and R 5 are independently selected from hydrogen, halo or Q-ealkyl; 
R» is selected from hydrogen, hydroxy, C,. 6 alkyl, Cealkoxycarbonyl, arylC^alkyl 
and (heterocyclic group)C w alkyl; wherein R 1 may be optionally substituted on carbon by one 

30 or more groups selected from P; and 

P is selected from hydroxy and C w alkylsulphonyl-Ar-(C^alkyl)amino; 
R 2 is selected from ^^-(CMalkyDacarbamoyl, ^A/-(C^alkyl) 2 sulphamoylamino, 
Ci-salkylsulphonylaminocarbonyl and a group -E-F-G-H; 
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wherein E and G are independently selected from a direct bond, -O-, -S-, -C(O)-, 
-NR a -, -C(0)NR a -, -NR a S0 2 - and -NR a C(0)0-; wherein R a is hydrogen; 

F is C|.6alkylene optionally substituted by one or more Q or a direct bond; 

H is selected from aryl, Cs-gcycloalkyl and heterocyclic group; wherein H may be 
5 optionally substituted on carbon by one or more groups selected from S and wherein if said 
heterocyclic group contains an -NH- moiety that nitrogen may be optionally substituted by a 
group selected from T; 

S is selected from halo, hydroxy, trifluoromethyl, sulphamoyl, ureido, Ci^alkyl, 
Ci^alkoxy, A^AKCi-ealkyl^amino, Ci^alkanoylamino and aryl; wherein S may be optionally 
10 substituted on carbon by one or more groups selected from V; 

Q is hydroxy; 

V is carbamoyl; and 

T is independently selected from Ci^alkyl or phenyl; 
R 3 is hydrogen; 

15 n is selected from 0-3; wherein the values of R ! may be the same or different; 

or a pharmaceutically acceptable salt or an in vivo hydrolysable ester thereof; 
with the provisos: 

i) when -X-Y-Z- is -S-CH=CH-, R^CR'rV cannot be l-phenyl-5-methyl-lH-l,5- 
benzodiazepine-2,4(3H,5H)dion-3-yl, l-methyl-5-phenyl-2-oxo-2,3-dihydro-lH- 

20 benzo(E)(l ,4)diazepin-3-yl, 2-(4-phenyl-l ,2,5,6-tetrahydropyrid-l-yl)ethyl, 3-(4- 
phenyl-l,2,5,6-tetrahydropyrid-l-yl)propyl, 2-(4-phenylpiperazin-l-yl)ethyl or 2- 
morpholinoethyl; 

ii) when -X-Y-Z- is -CH=CH-S-, R^CR^n- cannot be l-methyl-5-phenyl-2-oxo-2,3- 
dihydro- lH-benzo(E)( 1 ,4)diazepin-3-yl;and 

25 iii) when -X-Y-Z- is as initially defined, n is 1, R 1 is arylmethyl, substituted arylmethyl, 

(heterocyclic group)methyl and substituted (heterocyclic group)methyl and R 3 is hydrogen 
then R 2 is not a group -C(=0)-A or a group -CH(OH)~-C(=0)-A in which A is NR d R d , - 
NR a CH 2 CH 2 OR a , or 



30 
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(CH 2 ) n> R c ^CH 2 )n^ c ^(CH^n^P 0 

_N S=0 • — N X 1 )0r — N Jj0 2 ; 

V (C H 2 )n^R«= \cH 2 )n\° 

each R a and R b is independently hydrogen or -Ci-C 8 alkyl; 

each R d is independently hydrogen, C,-C 8 alkyl, d-Qalkoxy, aryl, substituted aryl, 

heteroaryl, or substituted heteroaryl; 

each R c is independently hydrogen, -C(=0)OR a . -OR a , -SR a , or -NR a R a ; and each n is 
5 independently 1-3, and 

X , isNR a ,-CH 2 -,OorS. 

In yet another aspect the present invention provides a compound of formula (1) (as 

depicted above) wherein: 

-X-Y-Z- is selected from -S-C(C1)=C(C1)-, -S-C(C1)=CH-, -S-CH=C(C1)-, 
10 -S-C(Br)=CH-, -S-CH=CH-, -CH=CH-S-, -0-CH=CH- and -N=C(Me)-S-; 

R 1 is selected from hydrogen, hydroxy, methyl, methoxycarbonyl, 
mesyl-N-(methyl)aimnomethyl and hydroxymethyl ; 

R 2 is selected from ^iV-dimethylcarbamoyl, A^JV-dimethylsulphamoylamino, 
mesylaminocarbonyl, 2-methoxyphenyl, phenoxy, 2-phenylcyclopropyl, thien-2-yl, 4- 
15 fluorophenyl, benzoyl, thiomorpholino, anilinocarbonyl, pyrid-2-ylamino, thiazol-2-yl, 
benzylsulphonylamino, 2,3-dihydro-l,5-benzothiazepin-4(5H)-one-3-yl, l-phenyl-2,3- 
dimethyl-5-oxo-3-pyrazolin-4-yl, 3-phenyl.2-oxazolidinon-5-yl, 5-hydroxy-l,3,4,5-tetrahydro- 
benzo[B]azepin-2-onyl, 3-phenyl-5-oxo-2-isoxazolin-4-yl, imidazo[l,2-a]pyridin-2-yl, 
benzothiazol-2-yl, 2,5-dioxoimidazolidin-3-yl, naphm-2-ylaminocarbonyl, phenyl, 4- 
20 sulphamoylphenethyl, 4-W^-dimethylamino)phenyl, 4-sulphamoylphenyl, aniUno, 4- 

hydroxyphenyl, quinolin-3-yl, 4-chlorophenyl, 2-methoxypyrid-5-yl, 3-methylisothiazol-5-yl, 
3-trifluoromethylpyrid-2-yl, tetrazol-5-yl, benzyloxycarbonylamino, benzimidazol-2-yl, 2- 
trifluoromethylpyrid-5-yl, pyridazin-2-yl, pyridazin-3-yloxy, pyrid-2-yl, imidazol-5-yl, 4- 
acetamidophenoxy, 2-ureidothiazol-4-yl, benzylthio, 2-phenyl-l,3-dioxolan-2-yl and 4- 
25 carbamoylmethylphenoxy; 

R 3 is hydrogen; and 

n is selected from 0-3; wherein the values of R 1 may be the same or different; 
or a pharmaceutically acceptable salt or an in vivo hydrolysable ester thereof. 



WO 02/20530 PCT/SE01/01880 

- 21 - 

In a first preferred aspect the present invention provides a compound of formula (I) (as 
depicted above) wherein: 

-X-Y-Z- is selected from -S-CR 4 =CR 5 - or -CR 4 =CR 5 -S-; 

wherein R 4 and R 5 are independendy selected from hydrogen, halo, nitro, cyano, 
5 hydroxy, fluoromethyl, difluoromethyl, trifluoromethyl, trifluoromethoxy, amino, carboxy, 
carbamoyl, mercapto, sulphamoyl, ureido, Ci^alkyl, C 2 . 6 alkenyl, C 2 . 6 alkynyl, C,. 6 alkoxy, 
C^alkanoyl, Ci^alkanoyloxy, iV-(C w alkyl)amino, iWCi^alkyi^amino, 
Cealkanoylamino, iV-(C w alkyl)carbamoyl, ^,^-(Ci^alkyl) 2 carbamoyl, C^alkylS(0) a 
wherein a is 0 to 2, C,. 6 alkoxycarbonyl, C^alkoxycarbonylamino, iV-(Ci^alkyl)sulphamoyl, 
10 iV,^-(Ci^alkyl) 2 sulphamoyl, Ci^alkylsulphonylamino and 
C^alkylsulphonyl-A^-CCi^alkyOamino; 

nisO; 

R 2 is a group -E-F-G-H; 

wherein E, F and G are each a direct bond; 

15 H is a C 3 .i 2 cycloalkyl which is optionally fused to a benz ring wherein H may be 

optionally substituted on carbon by one or more groups S which are independendy selected ■• 
from halo, nitro, cyano, hydroxy, trifluoromethyl, trifluoromethoxy, amino, carboxy, 
carbamoyl, mercapto, sulphamoyl, ureido, Ci^alkyl, C^alkenyl, C 2 -6alkynyl, C^alkoxy, 
Ci^alkanoyl, C^alkanoyloxy, AqCi. 6 alkyl)amino, JV;AKCi^alkyl) 2 anuno, 

20 C^altomoylainmo, W-(C W ^ 

7/-(Ci^alkyl)-i^-(Ci-6alkoxy)carbamoyl, Ci-6alkylS(0) a wherein a is 0 to 2, 
C^alkoxycarbonyl, Ci-ealkoxycarbonylamino, ^-(Ci. 6 alkyl)sulphamoyl, 
jV,AKC,^alkyl) 2 sulphamoyl, Ci. 6 alkylsulphonylamino, Ci^alkylsulphonyl-iV-(Ci^alkyl)amino, 
C 3 . 8 cycloalkyl, aryl and heterocyclic groups; wherein S may be optionally substituted on 

25 carbon by one or more groups selected from V; 

V is selected from halo, nitro, cyano, hydroxy, trifluoromethoxy, trifluoromethyl, 
amino, carboxy, carbamoyl, mercapto, sulphamoyl, methyl, ethyl, methoxy, ethoxy, acetyl, 
acetoxy, methylamino, ethylamino, dimethylamino, diethylamino, N-meftyl-N-ethylamino, 
acetylamino, N-methylcarbamoyl, jV-ethylcarbamoyl, iV.iV-dimethylcarbamoyl, 

30 Ar.Ar-diethylcarbamoyl, iV-methyl-AT-ethylcarbamoyl, methylthio, ethylthio, methylsulphinyl, 
ethylsulphinyl, mesyl, ethylsulphonyl, methoxycarbonyl, ethoxycarbonyl, 
AT-methylsulphamoyl, #-ethylsulphamoyl, MW-dimethylsmphamoyl, iV,iv"-diethylsulphamoyl, 
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JV-mfithyl-JV-ethylsulphamoyl, morpholino , morpholinocarbonyl , N- benzylcarbamoyl, and 4- 

hydroxypiperidinocarbonyl ; 

or a pharmaceutically acceptable salt thereof. 

Preferred values of R 2 , R 4 , and R 5 are as follows. Such values may be used 
5 where appropriate with any of the definitions, claims or embodiments defined hereinbefore or 
hereinafter. 

In this first preferred aspect preferably R 4 and R 5 are independently selected from 

hydrogen, halo or Ci^alkyl. 

. In this first preferred aspect preferably H is indanyl, 1,2,3,4-tetrahydronaphthyl or 
10 cyclopropyl. More preferably H is indanyl or 1,2,3,4-tetrahydronaphthyl. Most preferably H is 
indanyl. 

In this first preferred aspect preferably S is independendy selected from from halo, 
nitro, cyano, hydroxy, amino, carboxy, carbamoyl, C^alkyl, C^alkoxy, C lj6 alkanoyl, 
C-ealkanoyloxy, AHCi- 6 alkyl)ainino, iWC,- 6 alkyl) 2 ainino, C,. 6 alkanoylamino, 
15 ^-(CsalkyDcarbamoyl, jV^-(C w alkyl) 2 carbamoyl, ^-(C^alkylWCsalkox^carbamoyl, 
C^alkylS(0) a wherein a is 0 to 2, C^alkoxycarbonyl, C^alkoxycarbonylamino, 
C 3 . 8 cycloalkyl and aryl. More preferably S is selected from hydroxy, amino, C^alkoxy and 
Ci^alkoxycarbonylamino. 

In a second preferred aspect the present invention provides a compound of formula (I) 

20 (as depicted above) wherein: 

-X-Y-Z- is selected from -S-CR 4 =CR 5 - or -CR 4 =CR 5 -S-; 
wherein R 4 and R 5 are independendy selected from hydrogen, halo, nitro, cyano, 
hydroxy, fluoromethyl, difluoromethyl, trifluoromethyl, trifluoromethoxy, amino, carboxy, 
carbamoyl, mercapto, sulphamoyl, ureido, C w alkyl, C 2 . 6 alkenyl, C 2 . 6 alkynyl, C,. 6 alkoxy, 
25 C^alkanoyl, C,. 6 alkanoyloxy, JV-(C,. 6 all£yl)ainino, WAHCwalkylkamino, 

C,. 6 alkanoylamino, ^-(Ci. 6 alkyl)carbamoyl, W(Ci^alkyl) 2 carbamoyl, C l - 6 alkylS(0)a 
wherein a is 0 to 2, C^alkoxycarbonyl, Csalkoxycarbonylamino, ^-(C,^alkyl)sulphamoyl, 
JV,J\r-(Ci. 6 alkyl) 2 sulphamoyl, Ci- 6 alkylsulphonylamino and Ci. 6 alkylsulphonyl-N- 
(Ci.6alkyl)amino; 
30 n is 0; 

R 2 is a group -E-F-G-H; 

wherein E, F and G are each a direct bond; and 

H is a cyclic amide of formula 
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\JCH 2 )|^ 

\ (CH 2 )k ^ 

in which k is 0, 1, 1 or 3 and 1 is 0, 1, 2 or 3 such that the sum of k and 1 is 2 or 3 and wherein 
one of the carbon atoms governed by k or 1 may be replaced by sulphur and wherein H is 

5 optionally substituted on carbon by one or more groups selected from S and may be 
independently optionally substituted on nitrogen by a group selected from T; 

S is selected from halo, nitro, cyano, hydroxy, trifluoromethyl, trifluoromethoxy, 
amino, carboxy, carbamoyl, mercapto, sulphamoyl, ureido, C,. 6 alkyl, C^alkenyl, C 2 . 6 alkynyl, 
C^alkoxy, Csalkanoyl, C^alkanoyloxy, iV-(C^alkyl)amino, N,N-(C w alkyl) 2 amino, 

10 C^alkanoylamino, AHC w alkyl)carbamoyl, JV,AT-(C,*alkyl) 2 carbamoyl, 
AT-(Ci-6alkyl)-iV-(C M alkoxy)carbamoyl, C,^alkylS(0) a wherein a is 0 to 2, 
Cualkoxycarbonyl,Ci. 6 alkoxycarbonylammo,iV-(C 1 .6alkyl)sulphamoyl, 
ttiHCi-6alkyl) 2 smphamoyl, C^alkylsulphonylamino, C w alkylsulphonyl-^-(C^6alkyl)aImno, 
C 3 . 8 cycloalkyl, aryl and heterocyclic group; wherein S may be optionally and independently 

15 substituted on carbon by one or more groups selected from V and wherein if said heterocyclic 
group contains an -NH- moiety that nitrogen may be optionally substituted by a group selected 
from U; 

T and U are independently selected from C M alkyl, C^alkanoyl, C M alkylsulphonyl, 
CMalkoxycarbonyl, carbamoyl, ^-(C M alkyl)carbamoyl, iWC M alkyl)carbamoyl, phenyl, 
20 benzyl, benzyloxycarbonyl, benzoyl and phenylsulphonyl wherein T and U may be optionally 
and independently substituted on carbon by one or more groups selected from V; 

V is selected from halo, nitro, cyano, hydroxy, trifluoromethoxy, trifluoromethyl, 
amino, carboxy, carbamoyl, mercapto, sulphamoyl, methyl, ethyl, methoxy, ethoxy, acetyl, 
acetoxy, methylamino, ethylamino, dimemylamino, diethylamino, Ar-methyl-^-ethylamino, 
25 acetylamino, tf-methylcarbamoyl, tf-ethylcarbamoyl, M^-dimethylcarbamoyl, 

Wtf-diemylcarbamoyl, iV-methyl-^-ethylcarbamoyl, methylthio, ethylthio, methylsulphinyl, 
ethylsulphinyl, mesyl, ethylsulphonyl, methoxycarbonyl, ethoxycarbonyl, 
iV-methylsulphamoyl, tf-ethylsulphamoyl, ^^-dimethylsulphamoyl, A^diethylsulphamoyl, 
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^-methyl-^-ethylsulphamoyl, morpholino, morpholinocarbonyl, N- benzylcarbamoyl and 4- 
hydroxypiperidinocarbonyl ; 

or a pharmaceutically acceptable salt or an in vivo hydrolysable ester thereof. 

Preferred values of R 4 , R 5 and H are as Mows. Such values may be used where 
5 appropriate with any of the definitions, claims or embodiments defined hereinbefore or 
hereinafter. 

In this second preferred aspect preferably R 4 and R 5 are independently selected from 

hydrogen, halo or Ci^alkyl. 

In this second preferred aspect preferably H is 1,2,3,4-tetrahydroquinolyl, 2-oxo- 
10 1,2,3,4-tetrahydroquinolyl, ^oxo^.S^^-tetrahydrobenztl^lthiazepin-S-yl, 2-oxo-2,3,4,5- 
tetrahydro-lH-benz[6]azepinyl, 2,3,4,5-tetrahydro-lH-benz[6]azepinyl or 3-oxo-2,3,4,5- 
tetrahydro-lH-benz[c]azepinyl each optionally substituted on carbon by one or more groups 
selected from S wherein S is selected from hydroxy, C^alkyl or C^alkoxy, and each 
independently optionally substituted on nitrogen by a group selected from T wherein T is 
15 selected from Ci^alkyl or Ci^alkanoyl. 

More preferably H is 2-oxo-l,2,3,4-tetrahydroquinol-3-yl, l-methyl-2-oxo-l,2,3,4- 
tetrahydroquinol-3-yl, 4-oxo-2,3,4,5-tetrahydrobenz[l,5]tbiazepin-3-yl, 5-hydroxy-2-oxo- 
2,3,4,5-tetrahydro-lH-benz[6]azepin-4-yl, 2-oxo-2,3,4,5-tetrahydro-lH-benz[6]azepin-3-yl or 
3-oxo-2,3,4,5-tetrahydro-lH-benz[c]azepin-4-yl. 
20 In a third preferred aspect the present invention provides a compound of formula (I) 

(as depicted above) wherein: 

-X-Y-Z- is selected from -S-CR 4 =CR 5 - or -CR 4 =CR 5 -S-; 
wherein R 4 and R 5 are independently selected from hydrogen, halo or C^alkyl. 
n is 1; 

25 R 1 is hydrogen or arylCi^alkyl; 

R 2 is selected from a group -E-F-G-H; 
wherein E, F and G are each a direct bond; 

H is an unsaturated five membered heterocyclic group containing at least one nitrogen 
atom and one or two ring atoms selected from oxygen and sulphur and wherein H may be 
30 optionally substituted on carbon by one or more groups S which are independently selected 
from halo, nitro, cyano, hydroxy, trifluoromethyl, trifluoromethoxy, amino, carboxy, 
carbamoyl, mercapto, sulphamoyl, ureido, C^alkyl, C 2 ^alkenyl, C 2 ^alkynyl, C-ealkoxy, 
Ci^alkanoyl, Ci-fialkanoyloxy, JV-(Ci. 6 alkyl)amino, MAKC^alkyl) 2 amino, 
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Cualkanoylamino, ^-(Ci^alky^carbamoyl, jWCi^alkyl^carbamoyl, 
^-(Ci-ealkylJ-i^CC^alkoxyJcarbamoyl, Ci. 6 alkylS(0) a wherein a is 0 to 2, 
Ci. 6 alkoxycarbonyl, Ci- 6 alkoxycarbonylaniino, 7/-(Ci^alkyl)sulphamoyl, 
JV;^-(Ci.6alkyl)2Sulphamoyl, Ci. 6 alkylsulphonylamino, d-ealkylsulphonyl-^Ci^alky^amino, 
C 3 . 8 cycloalkyl and aryl groups; 

R 3 is hydrogen or C^alkyl; 
or a pharmaceutically acceptable salt thereof. 

Preferred values of R 1 , R 3 and H are as follows. Such values may be used where 
appropriate with any of the definitions, claims or embodiments defined hereinbefore or 
hereinafter. 

In this third preferred aspect preferably R 1 is selected from hydrogen or benzyl and 
more preferably benzyl 

In this third preferred aspect preferably R 3 is hydrogen. 

In this third preferred aspect preferably H is 1,3,4-oxadiazolyl, isoxazolyl, oxazolyl or 
1,2,4-oxadiazolyl. More preferably H is 5-ethoxycarbonyM,3,4-bxadiazol-2-yl, 4- 
phenylisoxazol-3-yl, 3-phenyH,2,4-oxadiazol-5-yl, 4-methoxycarbonyloxazol-5-yl or 3- 
methylisoxazol-5-yl. 

In this third preferred aspect preferably H may be optionally substituted on carbon by 
one or more groups S which are independently selected from halo, carboxy, Ci. 6 alkyl, 
Ci. 6 alkoxy, Ci- 6 alkanoyloxy, tf-(C,^alkyl)amino, N f N-(C^ 6 ^)2^no, Cj^alkanoylamino, 
Ci- 6 alkoxycarbonyl, C 3 . 8 cycloalkyl and aryl groups. Preferably S is C^alkoxy, 
Ci-ealkoxycarbonyl or phenyl. 

In a fourth preferred aspect the present invention provides a compound of formula (I) 

(as depicted above) wherein: 

-X-Y-Z- is selected from -S-CR 4 =CR 5 - or -CR 4 =CR 5 -S-; 
wherein R 4 and R 5 are independently selected from hydrogen, halo or Ci- 6 alkyl. 

n is 0; 

R 2 is a group -E-F-G-H; 
wherein E is a direct bond; 
F is methylene; 

wherein G is -C(0)NR\ wherein R a is selected from hydrogen or C^alkyl which is 
optionally substituted by a group V ; 



WO 02/20530 



-26- 



PCT/SE01/01880 



H is aryl which may be optionally substituted on carbon by one or more groups 
selected from S; 

S is selected from halo, nitro, cyano, hydroxy, trifluoromethyl, trifluoromethoxy, 
amino, carboxy, carbamoyl, mercapto, sulphamoyl, ureido, Ci^alkyl, C^ealkenyl, C 2 ^alkynyl, 
5 Ci_ 6 alkoxy, Cj^alkanoyl, Ci.6alkanoyloxy, ^-(Ci. 6 alkyl)amino, A^iV-(Ci^alkyl) 2 amino, 
Ci^alkanoylamino, ^-(Ci^alkyOcarbamoyl, iV;A^(Ci.6alkyl) 2 carbamoyl, 
A^(Ci.6alkyl)^-(Ci. 6 alkoxy)carbamoyl, Ci^alkylS(0) a wherein a is 0 to 2, 
C^alkoxycarbonyl, Ci^alkoxycarbonylamino, //-(Ci^alkyl)sulphamoyl, 
N,N-(Ci^alkyl) 2 sulphamoyl, Cj^alkylsulphonylamino, Ci. 6 alkylsulphonyl-iV-(Ci.6alkyl)amino, 
10 C3_8cycloalkyl, aryl and heterocyclic group; wherein S may be optionally and independently 
substituted on carbon by one or more groups selected from V ; 

V is selected from halo, nitro, cyano, hydroxy, trifluoromethoxy, trifluoromethyl, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, methyl, ethyl, methoxy, ethoxy, acetyl, acetoxy, 
methylamino, ethylamino, dimethylamino, diethylamino, A^methyl-N-ethylamino, 

15 acetylamino, jV-methylcarbamoyl, N-ethylcarbamoyl, i^A^dimethylcarbamoyl, 

WN-diethylcarbamoyl, jV-methyl-AT-ethylcarbamoyl, methylthio, ethylthio, methylsulphinyl, 
ethylsulphinyl, mesyl, ethylsulphonyl, methoxycarbonyl, ethoxycarbonyl, 
AT-methylsulphamoyl, N-ethylsulphamoyl, i^Af-dimethylsulphamoyl, A^-diethylsulphamoyl, 
iV-methyl-A^ethylsulphamoyl, morpholino, morpholinocarbonyl, N- benzylcarbamoyl , and 4- 

20 hydroxypiperidinocarbonyl; 

or a pharmaceutical^ acceptable salt thereof. 

Preferred values of R 1 , R 2 , R 3 , -X-Y-Z-and n are as follows. Such values may be used 
where appropriate with any of the definitions, claims or embodiments defined hereinbefore or 
hereinafter. 

25 In this fourth preferred aspect preferably H is aryl. 

In this fourth preferred aspect preferably V is cyano or hydroxy. 
Specific compounds of the present invention are: 
2,3-dicUoro-5-[A^^2-phenoxyethyl)carbamoyl]^/f-thieno[3,2-6]pyrrole; 
2,3-dicMoro-5- {7V-[2-(2^hienyO 
30 2,3-dichloro-5-{A42-(2-methoxyphen^ 
2,3-dichloro-5-[N-(2-phenyl- 1 
2,3-dicMoro-5- { A42-(4-fluoropheny 
2,3-dichloro-5-[AKN-phenylcarbam 
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2,3-dichloro-5-(iV- { 2-[(2-pyridyl)amino]ethyl } carbamoyl)-4#-thieno[3 ,2-6]pyrrole; 
2,3-dichloro-5- { j^[2-(AT-methylmetha^ } -4H- 

thieno [3 ,2-6]pyrrole ; 

2,3-dichloro-5- { A r -[2-(thiomorpholino)ethyl]carbamoyl } -4if-thieno[3 ,2-£]pyrrole; 
5 5-[N-(benzoylmethyl)carbamoyl]-23-^ 
3K;hIoro-5-[AHN-phenylcarbamoyta 

3-chloro-5- {iV-[2-(thiomorpholino)ethyl]carbamoyl } -4jy r -thieno[3,2-6]pyrrole; 
3-chloro-5- { A r -[2-(A L methylmethanesulphonamido)- 1 -(thiazol-2-yl)ethyl]carbamoyl } AH- 
thieno[3,2-ft]pyrrole; 
10 3-cUoro-5-[Af-(benzoylmethyl)carba^ 

3-chloro-5-{N-[2<2-methoxyphenyl)e%^ 
3-chloro-5-{A42-(2-tWenyl)e%l]c^ 
3K;Moro-5- [AK2i>henyl- 1 

3-chloro-5- { A^[2-(4-fluorophenyl)ethyl]carbamoyl } -4i/-thieno[3 ,2-2>]pyrrole; 
15 3^;Moro-5-[AK2-phenoxyethyl)carbam^ 

3-chloro-5- { N- [2-( 1 -phenylmethanesulphonamido)ethyl]carbamoyl } -47/-thieno[3 ,2-6] pyrrole; 

3-cMoro-5-[AH4-oxcK2,3,4,5-tetrahy 

ijpyrrole; 

2-chloro-5-[N-(benzoylmethyl)carb 
20 2-cMoro-5-[AH2-phenyl-l^yclopro^ 
2-cMoro-5-[A^iV-phenylcarbam^ 
2-chloro-5-(A L {2-[(2-pyridyl)amin^^ 

2-chloro-5- {iV-[2-(2-methoxyphenyl)ethyl]carbamoyl } -4if-thieno[3,2-£]pyrrole; 
2-chloro-5-[A r -(2-phenoxyethyl)carbamoyl] -4#-thieno [3 ,2-6]pyrrole; 
25 2-cMoro-5-{A42-(2-thienyl)e^^ 

2-chloro-5- { A^-[2-(4-fluorophenyl)ethyl]carbamoyl } -4#-thieno[3 ,2-6]pyrrole; 

2-chloro-5-{iV-[2-(]V^me%ta^ 

thieno[3,2-&]pyrrole; 

2-chloro-5-{i\K2^thiomorpholino)ethy^ 
30 23-dicWoro-5-[AK2,3-dime%^ 
4i?-thieno[3,2-6]pyrrole; 
2,3-dichloro-5-[A^(4-sulphamoylphen^^ 
23-dichloro-5-[JV-(2-hyckoxy-l-p^ 
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23-dichloro-5-{iV-(2-[(3-trifluoromethylpyrid-2-yl)aim 
Z>]pyrrole; 

2,3-dichloro-5- {7V-[3-(5-tetrazolyl)propyl]carbamoyl } -4#-thieno[3 ,2-6]pyrrole; 
2,3-dicMoro-5-[AK5-oxo-3-pheny^ 
5 6]pyrrole; 

23-dichloro-5-[AK5-hydroxy-2-oxo-2,^^^ 

4#-tMeno[3,2-£]pyrrole; 

2-cMoro-5- {N-[3-(benzyloxyc^ 

23-dichloro-5-{i\^[(4-dimethylaminophenyl)methyl]carbamo^^ 
10 5-[AKl-benzyl-24iydroxyethyl)c^ 

23-dichloro-5-{iV-[2-(phenylamino)ethyl]carbamoyl}-4H-tW 

23-dicMoro-5-[i\Kp-(K>hydr^ 

23-dicMoro-5-[A^[3-hydroxyphe^ 

23-dichloro-5-{A42-(44iydroxy^^ 
15 23-dicMoro-5-{AT-[(benzimidazol-2-^^^ 

23-dicMoro-5-{iV^[2-(4<;Moro^ 

thieno[3,2-6]pyrrole; 

2,3-dichloro-5- { 7V-(imidazo[ 1 ,2-a]pyrid-2-yl)carbamoyl } -4//-thieno[3,2-6]pyrrole; 

5-{A4(benzthiazol-2-yl)methyl]carb^^ 
20 23-dichloro-5-{iV-[(6-tri^ 

2,3-dichloro-5- {7V-(2-[(2-pyridazinyl)methyl]carbamoyl } -4ii/-thieno[3,2-6]pyrrole; 

2,3-dichloro-5-{iV-[ iV-(2-hydroxy-3-phenoxypropyl)carbamoylmethyl] carbamoyl } -AH- 

thieno[3,2-6]pyrrole; 

23-dicMoro-5-{iV-[AK3-methyliso 
25 Z>]pyrrole; 

2,3-dichloro-5- { AT-[2-(pyridazin-3-yloxy)ethyl]carbamoyl } -4#-thieno[3,2-2>]pyrrole; 
2-chloro-5-(#- { 2- [(3-trifluoromethylpyrid-2-yl)amino]ethyl } carbamoyl)-4^T-thieno[3,2- 
6]pyrrole; 

2,3-dicMoro-5-{JV-[2-(4-sulphamoy^ 
30 23-dicMor(>5-{iV'-[2-(2-pyridyl)e%l]carbamoyl}^if4Weno[3^ 
23-dichloro-5-{A^(2-[l-hydroxymethyl-2-(4-imidazolyl)ethyl^ 
fc]pyrrole; 
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23-dichloro-5-{AK2-[(3-quinolyl)^^ 

5- { A r -[3-(4-acetamidophenoxy)-2-hydroxypropyl]carbamoyl } -2,3-dichloro-4//-thieno[3 ,2- 
&]pyrrole; 

2,3-dichloro-5- {iV-tS-^methylsulphonylcarbamoylJpropylJcarbamoyl }-4i?-thieno[3,2- 
5 Z>]pyrrole; 

23-dichloro-5-[i\^(2-{[2Kguanidino)thiazol^yl]methylthio}e 
&]pyrrole; 

2,3-dichloro-5-{^42-(2,4-dioxoimidazolidin-l-yl)e^ 
5-{A42-benzyltWo-l-fryfr^ 
10 6]pyrrole; 

23-dichloro-5-{JV-[2-(dimethy^ 
fe]pyrrole; 

2,3-dichloro-5- { AT-[(6-methoxypyrid-3-yl)methyl]carbamoyl } -4#-thieno[3,2-20pyn:ole; 
(S>23-dicMoro-5-{A4(2-oxo-3^ 
15 4#-thieno[3,2-Z0pyiTole; 

2,3-dichloro-5-(jV- { 2-[3-(carbamoylmethyl)phenoxy]ethyl } carbamoyl)-4/f-thieno[3 ,2- 
6]pyrrole; 

5-(iV-{ [6-(benzo[13]dioxol-5-yty 
4F-thieno[3,2-Z>]pyrrole; 
20 5-(A^benzylcarbamoyl)-23-dichloro^^-thieno[3,2-6]pyrrole; 
23-dichloro-5-(JV-pheneto^ 

23-dicUoro-5-[i^(3-phenylpropyl)carbamoyl]-4/7-thieno[3,2-6]pyrrole; 
2,3-dichloro-5- {^-[2-(2-hydroxyphenyl)ethyl]carbamoyl } -4i/-thieno[3,2-6]pyiTole; 

23-dicMoro-5-[AHa,a-dime^^ 
25 23-dichloro-5-[7\^(l-phenylcyclobutyl)methyl)carbamoyl]^i^ 

23-dicUoro-5-[7^(P-methylphenethyl)carbamoyl]^i/-thien 

23-dicMoro-5-[7^Kl,23»44etrahydronaphth-2-yl)carbamoyl]-4^tWen 

5-[7/-(iV'-benzylcarbamoybiiethyl)carbanioyl]- 2,3-dichloro-4// : -thieno[3 ) 2-6]pyrrole; 

5-[A^(AT-benzyl-A^methylcarbamoylmethyl)carbamoyl]-2 
30 23-dicUoro-5-[A^(i\T-methyl-A^phenylcarbamoylmethyl)^ 

23-dicUoro-5- {i\KN-(2-cyanoe^ 

6]pyrrole; 
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2,3-dicWoro-5-{^-[^-(4-methoxyphe n yl)carbamoylmethyl]carbamoyl}^ 
6]pyrrole; 

2 >dicWoro-5-{W(4-f^^ 
2,3-dicWoro-5-{iV4W-nitrophenyl)carbamoylme^ 

5 2 >dicMoro-5-{Aqi\H2,6-dime^^ 

fc]pyrrole; 

2,3^chloro-5-{tf-[tf-methtf^^ 
'thieno[3,2-6]pyrrole; 
2>dicM<«o-5-(AH^^ 
10 tbieno[3,2-6]pyrrole; 

23-dkMo«o-5-{^[A^ 
thieno[3,2-fc]pyrrole; 

2,3^cWoro-5-{JV-[^-(2-hydroxyethyl)-^-phenylcaibamoylme^ 

thieno[3,2-6]pyrrole; 
15 23-dicMoro-5-{W-(U 
thieno[3,2-6]pyrrole; 

23-dicWoro-5-{iV--[JVK2-hydroxyethyl)-iV'-methylcarbamoylinethy« 
thieno[3,2-6]pyrrole; 

2>dicMoro-5-{^AH2-hydroxyethyl)caA^ 
20 6]pyrrole; 

2,3-dicmoro-5-{JV-[iV-(3-hydroxypropyl)carbamoylmethyl]caibamoy^ 
&]pyrrole; 

2>dicmoro-5-{^-[JV-(4-hydroxybutyl)cafbamoylmethyl]carbam^^ 
Z>]pyrrole; 

25 2 > 3-dicbloro-5^-{^-[bis(hydroxymethyl)methyl]carbamoylmethyl} 
thieno[3,2-6]pyrrole; 

2,3-dicUoro-5-{JV-[^-(2,3-dihydtoxypropyl)carbamoylmethyl]carbamoy^ 
6]pyrrole; 

W KUcWoro-5-{JV-[AK4-hyto 

30 &]pyrrole; 

2>dicMQio-5-{tf-[^ 

6]pyirole; 
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23-dichloro-5^iV--{iV-[4^2-hydroxyetbyl)phenyl]carbamoylmethyl}carbamoylH^ 
thieno[3,2-2>]pyrrole; 

2,3-dicMoro-5-{iV'-[iVK2,4-difluorophenyl)-Ar-metbyl-carbamoylmethyl]caA 

thieno[3,2-6]pyrrole; 
5 23-dichloro-5-{Aq(l,2^teteahy^ 
ft]pyrrole; 

23-dichloro-5-{^-[^'-(2-cyanoethyl)-/V'-methylcarbamoylmethyl]c^ 
6]pyrrole; 

23-dicMoro-5-{AW(44iydroxypiperi^^ 

10 frjpyrrole; 

2^-dicMoro-5^[iV^(7/-C7clopentylcaibamoylmethyl)carba^^ 

2>dicWoro-5-[AK#-isopropylcarbamoyb^^ 

23-dicMoro-5-[AKtf-isopropyl-W-meto^^ 

f>]pyrrole; 

15 23-dicMoro-5-[iVKtbiomorpholinocarbo^ 
23-dicWoro-5-[AKmorphobnoc^bonylm^ 

2,3-dichloro-5-{ iV-[( 1 , l-dioxothiomorpholino)carbonylmethyl]carbamoyl } -4#-thieno[3 ,2b]- 
pyrrole; 

23-dicMoro-5-{N-[(l<>xqttaomorphoUno)carbo 

20 6]pyrrole; 

2-chloro-5-[^(2-indanyl)carbamoyl]-6//-thieno[2,3-6]pyrrole; 

5-[AT-(benz[l,2]oxazol-3-ylmethyl)c^^ 
23-dicMoro-5-(iV-{2-[2-(hydroxymetbyl^ 

23-dichloro-5-[iV-(4-phenylisoxazol-3-ylmethyl)carbamoyl]-4i/-tMeno[3,2 
25 2,3-dichloro-5-(iV-{2-[2-(2-morpholinoethoxy)phenyl]ethyl}carbamoyl)-4i/-tM^ 

6]pyrrole; 

23-dicbloro-5K^-{2-[2<methoxycarbonylmethoxy)phenyl]ethyl}carbamoyl)-4ff-tW 
6]pyrrole; 

5-(N-{2-[2-(carboxymethoxy)phenyl]e%^ 
30 2>dicMoro-5-{iH2-(3-methoxyphenyl)^ 
2,3-dichloro-5-[W-oxo-l,23^tetrahydro^ 

23-dicUoro-5-(iV-{2-[2-(2-methoxyetboxy)phenyl]ethyl}carbamoyl)-4/f-thieno[3 J 2- 
&]pyrrole; 
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5.(jV-{2-[2-(carbamoylmethoxy)phenyl]ethyl}carbamoyl)-23-dichloro-4if-thieno[3,2- 
£>]pyrrole; 

2,3^cMoro-5-(AH2-[2^methylcar^^ 
thieno[3,2-£]pyrrole; 
5 2>dicWoro-5-(AM2-[2-(Mtf-dimethylc^ 
thieno[3,2-ft]pyrrole; 

2,3-dichloro-5K^-{2-[2<morphoUQOcarbonylmethoxy)phenyl]ethyl}carbamoyl)^H- 
thieno[3,2-6Jpyrrole; 

5-(iV-{242K^-benzylcarbamoylmethoxy)phenyl]e%l}carbamoyl)-23-dicWoro^H- 

10 thieno[3,2-i]pyrrole; 

2,3-dicMoro-5<iV-{2-[2<4-hydroxypiperidinocaibonylmethoxy)phenyl]ethyl}carbamoylH^ 

thieno[3,2-6]pyrrole; 
(S)-2-cMoro-5MA4a-(5-ethoxycarbonyM 
thieno[2,3-6]pyrrole; 
15 (^-2-cMoro-5-{Aqa-(4-methoxycarbonylox^ 

6]pyn:ole; 

2-cmoro-5-{^4a<3-pyridyl)phenethyl]carbamoyl}-6/f-tbieno[2,3-6]pyrrole; 
23^icbloro-5-{AqaK3-pyridyl)phene^ 

(^-2-cWoro-5-{^-[a-(3-pbenyl4,2,4-oxa(liazol-5-yl)phenethyl]carbamoyl}-6i/-tM 
20 6]pyrrole; 

23-dichloro-5-[A^Kl-hydroxyindan-2-yl)carbamoyl]^-tWeno[3 ) 2-i]pyrrole- ) 
2,3^iicMoro-5-[AK(;S,2SH-hydroxy^ 

2,3-dicMoro-5-[^(^^2i?)4-bydroxyindan-2-yl)carbamoyl]^//-tWeno[3,2-^ 
2-cbloro-5-[Af-(l-hydroxyindan-2-yl)carbamoyl]-6^-thieno[2,3-6]pyrrole; 
25 2,3^cWoro-5-[A^l-hydroxy4,2,3,4-tetrahydronaphth-2-yl)c^ 
£]pyrrole; 

2,3-dichloro-5-[//^6-fluoro4-hydroxyindan-2-yl)carbamoyl]^if-thieno[3 ) 2-6]pyrrole; 
2,3-dicmoro-5-[^K7-methoxy4-oxo-l,2,3,4-tetrahydronaphth-2-yl)carbamoyl]-4/f- 

thieno[3 ,2-£>]pyrrole; 
30 23-dichloro-5-[Ar-(2-indanyl)carbamoyl]-4F-thieno[3,2-6]pyrrole; 

2,3-dichloro-5-[//K3-methyUsoxazol-5-yl)methyl]carbamoyl]-4/f-thieno[3,2-fc] 
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2,3-ddcUoro-5-[#-(4-hydroxy-l,l-rtoxote^^ 
Z>]pyrrole; 

2,3-dichloro-5-(^-{^-methyl-JV-[(l-oxo-l,2,3,4-tetrahydronaphth-2- 
yOmethyycarbamoylmethylJcarbamoylJ^-thienotS^-filpynrale; 

5 2-cMoro-5-[JV-(2-oxo-l,2,3/l-tetraty^ 

2-chloro-5-[iV'-(l,23,4-tetrahydroquinol-3-yl)carbamoyl]-6F-thieno[2,3-fe]pyrrole; 

2-cMoro-5-[tf-(l-methyl-2-^^^ 
6]pyrrole; 

2-cmoro-5-[^(3-oxo-2,3A5-tetrahydio-liy-beDz[2]azepin-4-yl)carb 
10 6]pyrrole; 

23-dicUoro-5-[iV'-(l-metboxyindan-2-yl)carbamoyl]-4//-thieno[3 J 2-&]pyrrole; 
2,3-dichloro-5-(AM 1-[AT-(1 J-dimethylethoxy)carbonylanuno]indan-2-yl}carbanioyl)-4H- 

thieno[3,2-fc]pyrrole; 
5-[ivXl-annnoindan-2-yl)carbamoyl^^ 

15 5-[jV-(l-acetamidomdan-2-yl)carbam^ 

2,3-dicWoro-5-{JV-[l-(methanesulphonamido)indan-2-yl]carbamoyl}-4^-thieno[3> 

2>]pyrrole; 

2,3-dichloro-5-{ N-[\ -(methylamino)indan-2-yl]carbamoyl}-4if-thieno[3,2-6]pyrrole; and 

2^-dicMoro-5-{JST-[l-(iV'-methylacetamido)in<ian-2-yl]carbam^ 
20 Preferred aspects of the invention are those which relate to the compound of formula 

(I) or a pharmaceutically acceptable salt thereof. 

Another aspect of the present invention provides a process for preparing a compound 

of formula (I) or a pharmaceutically acceptable salt or an in vivo hydrolysable ester thereof 

which process (wherein R l , R 2 , R 3 , -X-Y-Z-and n are, unless otherwise specified, as defined 
25 in formula (T)) comprises of: 

a) reacting an acid of the formula (II): 

OH 




CD 

or an activated derivative thereof; with an amine of formula (HI): 
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f 

(HI) 

and thereafter if necessary: 

i) converting a compound of the formula (I) into another compound of the formula (I); 
5 ii) removing any protecting groups; 

iii) forming a pharmaceutical^ acceptable salt or in vivo hydrolysable ester. 
Specific reaction conditions for the above reaction are as follows. 
Process a) Acids of formula (H) and amines of formula (III) may be coupled 
together in the presence of a suitable coupling reagent. Standard peptide coupling reagents 
10 known in the art can be employed as suitable coupling reagents, or for example 

carbonyldiimidazole, l^myl-3^3-dimemylaminopropyl)carbodi-imide hydrochloride and 
dicyclohexyl-carbodiimide, optionally in the presence of a catalyst such as l- 
hydroxybenzotriazole, dimemylaminopyridine or 4-pyrrolidinopyridine, optionally in the 
presence of a base for example triethylamine, dHsopropylemylamine, pyridine, or 
15 2,6-di-a%/-pyridines such as 2,6-lutidine or 2,6-di-te^butylpyridine. Suitable solvents 
include dimethylacetamide, dichloromethane, benzene, tetrahydrofuran and 
dimethylformamide. The coupling reaction may conveniently be performed at a temperature in 

the range of -40 to 40°C. 

Suitable activated acid derivatives include acid halides, for example acid chlorides, 
20 and active esters, for example pentafluorophenyl esters. The reaction of these types of 
compounds with amines is well known in the art, for example they may be reacted in the 
presence of a base, such as those described above, and in a suitable solvent, such as those 
described above. The reaction may conveniently be performed at a temperature in the range of 
-40to40°C. 

25 The acids of formula (II) may be prepared according to Scheme 1 : 

CH0 i) N 3 CH 2 C0 2 Me, X^^. P Me 

MeONa/MeOH 7 " vX 



LiOH 
MeOH 




ii) xylene, A 
(Ha) 

(II) 




(lib) 
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Scheme 1 

Compounds of formula (Ha) and amines of formula (HI) are commerciaUy avaUable 
or they are known compounds or they are prepared by processes known in the art. 

It will be appreciated that certain of the various ring substituents in the compounds of 
the present invention may be introduced by standard aromatic substitution reactions or 
generated by conventional functional group modifications either prior to or immediately 
following the processes mentioned above, and as such are included in the process aspect of the 
invention. Such reactions and modifications include, for example, introduction of a 
substituent by means of an aromatic substitution reaction, reduction of substituents, alkylation 
of substituents and oxidation of substituents. The reagents and reaction conditions for such 
procedures are well known in the chemical art. Particular examples of aromatic substitution 
reactions include the introduction of a nitro group using concentrated nitric acid, the 
introduction of an acyl group using, for example, an acyl halide and Lewis acid (such as 
aluminium trichloride) under Friedel Crafts conditions; the introduction of an alkyl group 
using an alkyl halide and Lewis acid (such as duminium trichloride) under Friedel Crafts 
conditions; and the introduction of a halogeno group. Particular examples of modifications 
include the reduction of a nitro group to an amino group by for example, catalytic 
hydrogenation with a nickel catalyst or treatment with iron in the presence of hydrochloric 
acid with heating; oxidation of alkylthio to alkylsulphinyl or alkylsulphonyl. 

It will also be appreciated that in some of the reactions mentioned herein it may be 
necessary/desirable to protect any sensitive groups in the compounds. The instances where 
protection is necessary or desirable and suitable methods for protection are known to those 
skilled in the art. Conventional protecting groups may be used in accordance with standard 
practice (for illustration see T.W. Green, Protective Groups in Organic Synthesis, John Wiley 
and Sons, 1991). Thus, if reactants include groups such as amino, carboxy or hydroxy it may 
be desirable to protect the group in some of the reactions mentioned herein. 

A suitable protecting group for an amino or alkylamino group is, for example, an acyl 
group, for example an alkanoyl group such as acetyl, an alkoxycarbonyl group, for example a 
methoxycarbonyl, ethoxycarbonyl or /-butoxycarbonyl group, an arylmethoxycarbonyl group, 
for example benzyloxycarbonyl, or an aroyl group, for example benzoyl. The deprotection 
conditions for the above protecting groups necessarily vary with the choice of protecting 
group. Thus, for example, an acyl group such as an alkanoyl or alkoxycarbonyl group or an 
aroyl group may be removed for example, by hydrolysis with a suitable base such as an alkali 



WO 02/20530 PCT/SEOl/01880 

-36- 

metal hydroxide, for example lithium or sodium hydroxide. Alternatively an acyl group such 
as a /-butoxycarbonyl group may be removed, for example, by treatment with a suitable acid 
as hydrochloric, sulphuric or phosphoric acid or trifluoroacetic acid and an 
arylmethoxycarbonyl group such as a benzyloxycarbonyl group may be removed, for example, 
by hydrogenation over a catalyst such as palladium-on-carbon, or by treatment with a Lewis 
acid for example boron tris(trifluoroacetate). A suitable alternative protecting group for a 
primary amino group is, for example, a phthaloyl group which may be removed by treatment 
with an alkylamine, for example dimemylaminopropylamine, or with hydrazine. 

A suitable protecting group for a hydroxy group is, for example, an acyl group, for 
example an alkanoyl group such as acetyl, an aroyl group, for example benzoyl, or an 
arylmethyl group, for example benzyl. The deprotection conditions for the above protecting 
groups will necessarily vary with the choice of protecting group. Thus, for example, an acyl 
group such as an alkanoyl or an aroyl group may be removed, for example, by hydrolysis with 
a suitable base such as an alkali metal hydroxide, for example lithium or sodium hydroxide. 
Alternatively an arylmethyl group such as a benzyl group may be removed, for example, by 
hydrogenation over a catalyst such as palladium-on-carbon. 

A suitable protecting group for a carboxy group is, for example, an esterifying group, 
for example a methyl or an ethyl group which may be removed, for example, by hydrolysis 
with a base such as sodium hydroxide, or for example a /-butyl group which may be removed, 
for example, by treatment with an acid, for example an organic acid such as trifluoroacetic 
acid, or for example a benzyl group which may be removed, for example, by hydrogenation 
over a catalyst such as palladium-on-carbon. 

The protecting groups maybe removed at any convenient stage in the synthesis using 
conventional techniques well known in the chemical art. 

As stated hereinbefore the compounds defined in the present invention possesses 
glycogen phosphorylase inhibitory activity. This property may be assessed, for example, using 
the procedure set out below. 



comi 



The activity of the compounds is determined by measuring the inhibitory effect of the 
pounds in the direction of glycogen synthesis, the conversion of glucose- 1 -phosphate into 
glycogen with the release of inorganic phosphate, as described in EP 0 846 464 A2. The 
reactions were in 96well microplate format in a volume of lOOpl. The change in optical 
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density due to inorganic phosphate formation was measured at 620nM in a Labsystems iEMS 
Reader MF by the general method of (Nordlie R.C and Arion W J, Methods of Enzymology, 
1966, 619-625). The reaction is in 50mM HEPES, 2.5mM MgCl 2 , 2.25mM ethylene glycol- 
bis(b-aminoethyl ether) AW JW-tetraacetic acid, lOOmM KC1, 2mM D-(+)-glucose pH7.2, 
containing 0.5mM dithiothreitol, the assay buffer solution, with O.lmg type ffl glycogen, 
0.15ug glycogen phosphorylase a (GPc) from rabbit muscle and 0.5mM glucose- 1 -phosphate. 
GPa is pre-incubated in the assay buffer solution with the type ffl glycogen at 2.5 mg ml' 1 for 
30 minutes. 40ul of the enzyme solution is added to 25ul assay buffer solution and the 
reaction started with the addition of 25ul 2mM glucose- 1-phosphate. Compounds to be tested 
are prepared in lOu! 10% DMSO in assay buffer solution, with final concentration of 1% 
DMSO in the assay. The non-inhibited activity of GPa is measured in the presence of lOul 
10% DMSO in assay buffer solution and maximum inhibition measured in the presence of 
30uM CP320626 (Hoover et al (1998) J Med Chem 41, 2934-8; Martin et al (1998) PNAS 95, 
1776-81). The reaction is stopped after 30min with the addition of 50ul acidic ammonium 
molybdate solution, 12ug ml- 1 in 3.48% H 2 S0 4 with 1% sodium lauryl sulphate and lOug ml-' 
ascorbic acid. After 30 minutes at room temperature the absorbency at 620nm is measured. 

The assay is performed at a test concentration of inhibitor of lOuM or lOO^M. 
Compounds demonstrating significant inhibition at one or both of these concentrations may be 
further evaluated using a range of test concentrations of inhibitor to determine an IC 50 , a 
concentration predicted to inhibit the enzyme reaction by 50%. 

Activity is calculated as follows:- 
% inhibition = (1 - (compound OD620 - fully inhibited OD620)/ (non-inhibited rate OD620 - 

fully inhibited OD620)) * 100. 
OD620 = optical density at 620nM. 

Typical IC 50 values for compounds of the invention when tested in the above assay are 

in the range lOOuM to InM. 

The activity of the compounds is alternatively determined by measuring the inhibitory 
effect of the compounds on glycogen degradation, the production of glucose- 1-phosphate from 
glycogen is monitored by the multienzyme coupled assay, as described in EP 0 846 464 A2, 
general method of Pesce et al ( Pesce, M A, Bodourian, S H, Harris, R C, and Nicholson, J F 
(1977) Clinical Chemistry 23, 1 171 - 1717). The reactions were in 384well microplate format 
in a volume of 50pl. The change in fluorescence due to the conversion of the co-factor NAD 
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to NADH is measured at 340nM excitation, 465nm emission in a Tecan Ultra Multifunctional 
Microplate Reader. The reaction is in 50mM HEPES, 3.5mM KH 2 P0 4 . 2.5mM MgCl 2) 
2.5mM ethylene glycol-bis(b-aminoethyl ether) AT^JV'^'-tetraacetic acid, lOOmM KC1, 8mM 
D-(+)-glucose pH7.2, containing 0.5mM dithiothreitol, the assay buffer solution. Human 
recombinant liver glycogen phosphorylase a (hrl GPa) 20nM is pre-incubated in assay buffer 
solution with 6.25mM NAD, 1.25mg type m glycogen at 1.25 mg ml' 1 the reagent buffer, for 
30 minutes. The coupling enzymes, phosphoglucomutase and glucose-6-phosphate 
dehydrogenase ( Sigma) are prepared in reagent buffer, final concentration 0.25Units per 
well. 20ul of the hrl GPa solution is added to lOul compound solution and the reaction started 
with the addition of 20ul coupling enzyme solution. Compounds to be tested are prepared in 
lOul 5% DMSO in assay buffer solution, with final concentration of 1% DMSO in the assay. 
The non-inhibited activity of GPa is measured in the presence of lOul 5% DMSO in assay 
buffer solution and maximum inhibition measured in the presence of 5mgs ml' N- 
ethylmaleimide. After 6 hours at 30°C Relative Fluoresence Units (RFUs) are measured at 
340nM excitation, 465nm emission . 

The assay is performed at a test concentration of inhibitor of lOuM or lOOuM. 
Compounds demonstrating significant inhibition at one or both of these concentrations may be 
further evaluated using a range of test concentrations of inhibitor to determine an IC 50 , a 
concentration predicted to inhibit the enzyme reaction by 50%. 

Activity is calculated as follows:- 
% inhibition = (1 - (compound RFUs - fully inhibited RFUs)/ (non-inhibited rate RFUs - fully 

inhibited RFUs))* 100. 

Typical IC 50 values for compounds of the invention when tested in the above assay are in the 

range lOOuM to InM. 

The inhibitory activity of compounds was further tested in rat primary hepatocytes. 
Rat hepatocytes were isolated by the collagenase perfusion technique, general method of 
Seglen (P.O. Seglen, Methods Cell Biology (1976) 13 29-83). Cells were cultured on Nunclon 
six well culture plates in DMEM with high level of glucose containing 10% foetal calf serum, 
NEAA, Glutamine, penicillin /streptomycin ((100units/100ug)/ml) for 4 to 6 hours. The 
hepatocytes were then cultured in the DMEM solution without foetal calf serum and with 
lOnM insulin and lOnM dexamethasone. Experiments were initiated after 18-20 hours culture 
by washing the cells and adding Krebs-Henseleit bicarbonate buffer containing 2.5mM CaCl 2 
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and 1% gelatin. The test compound was added and 5 minutes later the cells were challenged 
with 25nM glucagon. The Krebs-Henseleit solution was removed after 60 min incubation at 
37°C , 95%0 2 /5%C0 2 and the glucose concentration of the Krebs-Henseleit solution 
measured. 

According to a further aspect of the invention there is provided a pharmaceutical 
composition which comprises a compound of the formula (I), or a pharmaceutical^ 
acceptable salt or in vivo hydrolysable ester thereof, as defined hereinbefore in association 
with a phannaceuticaUy-acceptable diluent or carrier. 

The composition may be in a form suitable for oral administration, for example as a 
tablet or capsule, for parenteral injection (including intravenous, subcutaneous, intramuscular, 
intravascular or infusion) as a sterile solution, suspension or emulsion, for topical 
administration as an ointment or cream or for rectal administration as a suppository. 

In general the above compositions may be prepared in a conventional manner using 

conventional excipients. 

The compound of formula (I) will normally be administered to a warm-blooded 
animal at a unit dose within the range 5-5000 mg per square meter body area of the animal, 
i.e. approximately 0.1-100 mg/kg, and this normally provides a therapeutically-effective dose. 
A unit dose form such as a tablet or capsule will usually contain, for example 1-250 mg of 
active ingredient. Preferably a daily dose in the range of 1-50 mg/kg is employed. However 
the daily dose will necessarily be varied depending upon the host treated, the particular route 
of administration, and the severity of the illness being treated. Accordingly the optimum 
dosage may be determined by the practitioner who is treating any particular patient. 

" According to a further aspect of the present invention there is provided a compound of 
the formula (I), or a pharmaceutical^ acceptable salt or in vivo hydrolysable ester thereof, as 
defined hereinbefore, for use in a method of treatment of a warm-blooded animal such as man 
by therapy. 

According to an additional aspect of the invention there is provided a compound of the 
formula (I), or a pharmaceutical^ acceptable salt or in vivo hydrolysable ester thereof, as 
defined hereinbefore, for use as a medicament. 

According to an another aspect of the invention there is provided the use of a 

compound of the formula (I')'- 
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OX 



H r 



R 1 



H 

en 



wherein: 

-X-Y-Z- is selected from -S-CR 4 =CR 5 -, -CR 4 =CR 5 -S-, -0-CR 4 =CR 5 -, -CR 4 =CR -0-, 
5 -N=CR 4 -S-, -S-CR 4 =N-, -NR 6 -CR 4 =CR 5 - and -CR 4 =CR 5 -NR 6 -; 

wherein R 4 and R 5 are independently selected from hydrogen, halo, nitro, cyano, 
hydroxy, fluoromethyl, difluoromethyl, trifluoromethyl, trifluoromethoxy, amino, carboxy, 
carbamoyl, mercapto, sulphamoyl, ureido, C^alkyl, C^alkenyl, C 2 . 6 alkynyl, C^alkoxy, 
C^alkanoyl, C^alkanoyloxy, iV-(C^alkyl)aniino, i\WC^alkyl) 2 arnino, 
10 C^alkanoylamino, AHC>-«alkyl)carbamoyl, JV,AHa 6 alkyl) 2 carbamoyl, CealkylS^ 

wherein a is 0 to 2, C^alkoxycarbonyl, C.^alkoxycarbonylamino, iV-(C^alkyl)sulphamoyl, 
i\r,Ar-(Ci. 6 alkyl) 2 sulphamoyl, C^alkylsulphonylamino and 
Ci.6alkylsulphonyl-^-(Ci-6alkyl)amino; 
R 6 is hydrogen or C^alkyl; 
15 R 1 is selected from hydrogen, halo, nitro, cyano, hydroxy, amino, carboxy, carbamoyl, 

mercapto, sulphamoyl, ureido, C^alkyl, C 2 ^alkenyl, C 2 . 6 alkynyl, C^alkoxy, C^alkanoyl, 
C-galkanoyloxy, JV-(C,. s alkyl)amino, #AKC,.6alkyl) 2 aniino, C^alkanoylamino, 
AT-CCealkyDcarbamoyl, ^^-(C M alkyl) 2 carbamoyl, C^alkylS(0) a wherein a is 0 to 2, 
d-ealkoxycarbonyl, C,. 6 alkoxycarbonylamino, i\HC,. 6 alkyl)smphamoyl, 
20 isr^-(C w alkyl) 2 sulphamoyl, C^alkylsulphonylamino, C«alkylsulphonyl-^(C w alkyl)amino, 
C 3 . 8 cycloalkyl, Cs-gcycloalkylQ-salkyl, aryl, arylC^alkyl, heterocyclic group and 
(heterocyclic group^alkyl; wherein R 1 may be optionally substituted on carbon by one or 
more groups selected from P and wherein if said heterocyclic group contains an -NH- moiety 
that nitrogen may be optionally substituted by a group selected from R; 
25 R 2 is selected from hydrogen, halo, nitro, cyano, hydroxy, fluoromethyl, 

difluoromethyl, trifluoromethyl, trffluoromethoxy, amino, carboxy, carbamoyl, mercapto, 
sulphamoyl, ureido, C^alkyl, C 2 . 6 alkenyl, C^alkynyl, C,. 6 a]koxy, C^alkanoyl, 
Q-ealkanoyloxy, iV-(Cualkyl)amino, MA f -(C 1 . 6 alkyl) 2 amino, C^alkanoylamino, 
^-(C^alkyDcarbamoyl, ^^(C M alk y l) 2 carbamoyl, W^alky W C^alkoxy)carbamoyl, 
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C w aIkylS(0) a wherein a is 0 to 2, C M alkoxycarbonyl, C-ealkoxycarbonylamino, 
^-(Cualkyl)sulphamoyl, #iVKC w alkyl) 2 smphamoyl, sulphamoylamino, 
iV-(Cualkyl)sulphamoylamino, ^^-(C^salkylhsulphamoylamino, Cualkylsulphonylamino, 
C^alkylsulphonylanunocarbonyl, Csalkylsulphonyl-^-CCealkyDamino and a group 
5 -E-F-G-H; 

wherein E and G are independently selected from a direct bond, -O-, -S-, -SO-, -S0 2 -, 
-OC(O)-, -C(0)0-, -C(O)-, -NR\ -NR a C(0)-, -C(0)NR a -, -S0 2 NR a -, -NR a S0 2 -, 
-NR a C(0)NR b -, -OC(0)NR a -, -NR a C(0)0-, -NR a S0 2 NR b -, -S0 2 NR a C(0)- and 
-C(0)NR a S0 2 -; wherein R a and R b are independently selected from hydrogen or Ci^alkyl 
10 which is optionally substituted by a group V ; 

F is Ci-ealkylene optionally substituted by one or more Q or a direct bond; 
H is selected from aryl, C 3 . 8 cycloalkyl and heterocyclic group; wherein H may be 
optionally substituted on carbon by one or more groups selected from S and wherein if said 
heterocyclic group contains an -NH- moiety that nitrogen may be optionally substituted by a 
15 group selected from T; 

R 3 is hydrogen or Ci^alkyl; 

n is selected from 0-4; wherein the values of R 1 may be the same or different; and 
wherein the values of R 3 may be the same or different; 

P, S and Q are independently selected from halo, nitro, cyano, hydroxy, 
20 trifluoromethyl, trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, ureido, 
Ci. 6 alkyl, C 2 . 6 alkenyl, C^alkynyl, C^alkoxy, C^alkanoyl, C^alkanoyloxy, 
iV-(C^alkyl)amino, Wj\KC,. 6 alkyl) 2 amino, C^alkanoylamino, ^-(C^alkyl)carbamoyl, 
iV,iV-(Cualkyl) 2 carbamoyl, TV-CC^alky^-iV-CC^alkoxyJcarbamoyl, d-6alkylS(0) a wherein a 
is 0 to 2, Ci. 6 alkoxycarbonyl, C 1 . 6 alkoxycarbonylamino, AHCi-6alkyl)sulphamoyl, 
25 ^,iV-(Cwalkyl) 2 sulphamoyl, Ci^alkylsulphonylaniino, C,.6alkylsulphonyl-^-(C,.6alkyl)amino, 
C 3 . 8 cycloalkyl, aryl and heterocyclic group; wherein P, S and Q may be optionally and 
independently substituted on carbon by one or more groups selected from V and wherein if 
said heterocyclic group contains an -NH- moiety that nitrogen may be optionally substituted 
by a group selected from U; 
30 V is selected from halo, nitro, cyano, hydroxy, trifluoromethoxy, trifluoromethyl, 

amino, carboxy, carbamoyl, mercapto, sulphamoyl, methyl, ethyl, methoxy, ethoxy, acetyl, 
acetoxy, methylamino, ethylamino, dimethylamino, diethylamino, iV-methyl-^-ethylamino, 
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acetylamino, N-methylcarbamoyl, iV-ethylcarbamoyl, A^T^-dimethylcarbamoyl, 
JV, JV-diethylcarbamoyl, N-methyl-jV^ethylcarbamoyl, methylthio, ethylthio, methylsulphinyl, 
ethylsulphinyl, mesyl, ethylsulphonyl, methoxycarbonyl, ethoxycarbonyl, 
Af-methylsulphamoyl, JV-ethylsulphamoyl, N, JV-dimethylsulphamoyl, A^TV-diethylsulphamoyl, 
5 JV-methyl-N-ethylsulphamoyl, morpholino, morpholinocarbonyl, N- benzylcarbamoyl, and 4- 
hydroxypiperidinocarbonyl; 

R, T and U are independently selected from C^aUcyl, Cj^alkanoyl, 
Q^alkylsulphonyl, Ci^alkoxycarbonyl, carbamoyl, A^-(Ci^alkyl)carbamoyl, 
iy;A^(Ci^alkyl)carbamoyl, phenyl, benzyl, benzyloxycarbonyl, benzoyl and phenylsulphonyl; 
10 or a pharmaceutical^ acceptable salt or an in vivo hydrolysable ester thereof; 
with the proviso that 

when -X-Y-Z- is as initially defined, n is 1, R 1 is arylmethyl, substituted arylmethyl, 
(heterocyclic group)methyl and substituted (heterocyclic group)methyl and R 3 is hydrogen 
then R 2 is not a group -C(=0)-A or a group -CH(OH)-C(=0)-A in which A is NR d R d , - 



25 hereinbefore in the manufacture of a medicament for use in the production of a glycogen 
phosphorylase inhibitory effect in a warm-blooded animal such as man. 

According to this another aspect of the invention there is provided the use of a 
compound of the formula (T), or a pharmaceutical^ acceptable salt or in vivo hydrolysable 



15 NR a CH 2 CH 2 OR a , or 




20 



each R a and R b is independently hydrogen or -C]-C 8 alkyl; 

each R d is independently hydrogen, d-C 8 alkyl, Ci-C 8 alkoxy, aryl, substituted aryl, 

heteroaryl, or substituted heteroaryl; 

each R c is independently hydrogen, -C(=0)OR a -OR a , -SR°, or -NR a R a ; and each n is 
independently 1-3, and 
X 1 is NR a , -CH 2 -,OorS; 

or a pharmaceutical^ acceptable salt or in vivo hydrolysable ester thereof, as defined 
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ester thereof, as defined hereinbefore in the manufacture of a medicament for use in the 
treatment of type 2 diabetes, insulin resistance, syndrome X, hyperinsulinaemia, 
hyperglucagonaemia, cardiac ischaemia or obesity in a warm-blooded animal such as man. 

According to this another aspect of the invention there is provided the use of a 
compound of the formula (I'), or a pharmaceutical^ acceptable salt or in vivo hydrolysable 
ester thereof, as defined hereinbefore in the manufacture of a medicament for use in the 
treatment of type 2 diabetes in a warm-blooded animal such as man. 

According to a further feature of this aspect of the invention there is provided a 
method of producing a glycogen phosphorylase inhibitory effect in a warm-blooded animal, 
such as man, in need of such treatment which comprises administering to said animal an 
effective amount of a compound of formula (I'). 

According to this further feature of this aspect of the invention there is provided a 
method of treating type 2 diabetes, insulin resistance, syndrome X, hyperinsulinaemia, 
hyperglucagonaemia, cardiac ischaemia or obesity in a warm-blooded animal, such as man, in 
need of such treatment which comprises administering to said animal an effective amount of a 

compound of formula (I')- 

According to this further feature of this aspect of the invention there is provided a 
method of treating type 2 diabetes in a warm-blooded animal, such as man, in need of such 
treatment which comprises administering to said animal an effective amount of a compound 
of formula (I'). 

As stated above the size of the dose required for the therapeutic or prophylactic 
treatment of a particular cell-proliferation disease will necessarily be varied depending on the 
host treated, the route of administration and the severity of the illness being treated. A unit 
dose in the range, for example, 1-100 mg/kg, preferably 1-50 mg/kg is envisaged! 

In addition to their use in therapeutic medicine, the compounds of formula (I) and their 
pharmaceutically acceptable salts are also useful as pharmacological tools in the development 
and standardisation of in vitro and in vivo test systems for the evaluation of the effects of 
inhibitors of cell cycle activity in laboratory animals such as cats, dogs, rabbits, monkeys, rats 
and mice, as part of the search for new therapeutic agents. 

In the above other pharmaceutical composition, process, method, use and medicament 
manufacture features, the alternative and preferred embodiments of the compounds of the 
invention described herein also apply. 
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Examples 

The invention will now be illustrated by the following non-limiting examples in 
which, unless stated otherwise: 

(i) temperatures are given in degrees Celsius (°C); operations were carried out at room or 
5 ambient temperature, that is, at a temperature in the range of 18-25X and under an 

atmosphere of an inert gas such as argon; 

(ii) organic solutions were dried over anhydrous magnesium sulphate; evaporation of solvent 
was carried out using a rotary evaporator under reduced pressure (600-4000 Pascals; 4.5-30 
mmHg) with a bath temperature of up to 60°C; 

10 (iii) chromatography means flash chromatography on silica gel; thin layer chromatography 
(TLC) was carried out on silica gel plates; where a Bond Elut column is referred to, this 
means a column containing 10 g or 20 g or 50 g of silica of 40 micron particle size, the silica 
being contained in a 60 ml disposable syringe and supported by a porous disc, obtained from 
Varian, Harbor City, California, USA under the name "MegaBond Elut ST; "Mega Bond 

15 Elut" is a trademark; where a Biotage cartridge is referred to this means a cartridge containing 
KP-SIL™ silica, 60 angstroms, particle size 32-63mM, supplied by Biotage, a division of 
Dyax Corp., 1500 Avon Street Extended, Charlottesville, VA 22902, USA; 
(iv) in general, the course of reactions was foUowed by TLC and reaction times are given for 
illustration only; 

20 (v) yields are given for illustration only and are not necessarily those which can be obtained by 
diligent process development; preparations were repeated if more material was required; 

(vi) where given, NMR data is in the form of delta values for major diagnostic protons, given 
in parts per million (ppm) relative to tetramethylsilane (TMS) as an internal standard, 
determined at 300 MHz using perdeuterio dimethyl sulphoxide (DMSO-5 6 ) as solvent unless 

25 otherwise indicated, other solvents (where indicated in the text) include deuterated chloroform 
CDC1 3 ; 

(vii) chemical symbols have their usual meanings; SI units and symbols are used; 

(viii) reduced pressures are given as absolute pressures in Pascals (Pa); elevated pressures are 
given as gauge pressures in bars; 

30 (ix) solvent ratios are given in volume : volume (v/v) terms; 

(x) mass spectra (MS) were run with an electron energy of 70 electron volts in the chemical 
ionisation (CT) mode using a direct exposure probe; where indicated ionisation was effected 
by electron impact (EI), fast atom bombardment (FAB) or electrospray (ESP); values for m/z 



10 
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are given; generally, only ions which indicate the parent mass are reported and unless 
otherwise stated the value quoted is (M-H)~; 
(xi) The following abbreviations are used: 

SM starting material; 

EtOAc ethyl acetate; 

MeOH methanol; 

DCM dichloromethane 

HOBT 1 -hydroxybenzotriazole 

DIAD diisopropyl azodicarboxylate 

HATU 0-(7-azabenzotriazol-l-yl)-iV, N. AT, N\ tetramethyluronium 

hexafluorophosphate 
TFA trifluoroacetic acid 

DIPEA di-isopropylethylamine; and 

EDAC i- e thyl-3<3-dimethylaminopropyl)carbodi-imide 

hydrochloride 



Example #1 




20 5-Carboxy-2,3-dichloro-4if-thieno[3,2-fc]pyrrole (Method #9; 47 mg, 0.2 mmol) was 

dissolved in DCM (10 ml) containing 2-phenoxyethylamine (27 mg, 0.2 mmol), HOBT (27 
mg, 0.2 mmol) and DIPEA (70 ml, 0.4 mmol). The mixture was stirred for 1 minute before 
the addition of EDAC (50 mg, 0.26 mmol). The mixture was stirred at ambient temperature 
for approximately 18 hours before being washed with water. The organic fraction was 

25 concentrated and was purified on aBond Elut column (eluent 1:1 EtOAc/isohexane) to afford 
the tide compound as an off white solid (32 mg). NMR: 12.4 (1H, br), 8.4 (1H, t), 7.3 (1H, d), 
7.1 (1H, s), 6.9 (2H, m), 3.5 (2H, m), 3.0 (2H, t); m/z 353.2. 



Temples #2 - #9 
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The following compounds were made by the process of Example #1 using 5-carboxy- 
23-dicMoro^#-tineno[3 ) 2-&]pyirole (Method #9) and the appropriate amine: 
Example #2: 2.3-DicMoro-5-(A^2-(2-tM^ 

Example #3: 2.3-Dichloro-5- ( 7/-r2-f2-methoxvphenvnethvncarbamovl 1 -4ff-thienor3,2- 
5 Alpvrrole 

Example #4: 23-Dichloro-5-rN-(2-phenvl- l-cvcIopropvDcarbamovll-4i7-thienor3 .2- 
61pvrrole 

Example #5: 23-DicMoro-5-f N-r2-f4-fluoro^ 
61pvrrole 

10 Example #6: 23-dichloro-5-rAT-(Ak>hen^ 
61pyrrole 

Example #7: 2,3-DicMorcH5-WW24(2-pvridvl^ 
61pvrrole 

Example #8: 23-DicMoro-5-(A^2-(.Ar-meth^^ 
15 vltethvll carbamoyl ) -4ff-thienor3 .2-61pvrrole 

Example #9: 23-DicMoro-5-IAr42-amomorphoUnote^ 
ftlpyrrole 




Ex 


R 


NMR 


M/z 


#2 




12.4 (1H, br), 8.4 (1H, t), 7.3 (1H, d), 7.1 (1H, s), 6.9 (2H, 
m), 3.5 (2H, m), 3.0 (2H, t) 


343.1 


#3 




12.3 (1H, s), 8.3 (1H, t), 6.8-7.2 (5H, m), 3.8 (3H, s), 3.4 
(2H, m), 2.8 (2H, t) 


367.3 


#4 




12.4 (1H, s), 8.5 (1H, d), 7.2 (5H, m), 7.1 (1H, s), 3.0 (1H, 
m),2.1 (lH,m), 1.3(2H,m) 


349.3 
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#5 




12.3 (1H, s), 8.4 (1H, t), 7.3 (2H, m), l.i (3tt, m;, j.4 
m), 2.8(2H,t) 


355.3 






12.4 (1H, s), 10.0 (1H, s), 8.7 (1H, br), 7.1-7.6 (5H, m), 
7.2 (1H, s), 4.1 (2H, d) 


366.2 


tn 1 ' 

2 


0 


12.4 (1H, s), 8.4 (1H, s), 6.5-8.0 (5H, m), 6.6 (1H, s), 3.3 
(4H, m) 


353.3 


#8 3 


o=s*° 


(CDC1 3 ) 9.6 (1H, br), 7.8 (1H, m), 7.7 (1H, m), 7.3 (1H, 
m), 7.0 (1H, s), 5.6 (1H, m), 3.9 (1H, m), 3.7 (1H, m), 2.9 
(3H,s),2.8 (3H,s) 


451.2 


#9 


HN^ / ~~-N / ~"~\ 


(CDCI3) 9.8 (1H, br), 6.9 (1H, br), 6.7 (1H, s), 4.1 (2H, 
m), 3.6 (2H, m), 2.8 (8H, m) 


362.2 



off, washed with water, dried under reduced pressure and was not purified further. 

2 Amine: Eur J Med Chem, 1987, 22, 91. 

3 Amine: Method #15 



Example #10 

5-r^-flBenzov1methvncarbainnv11-2.3-dicMnm-4H-thienor3.2-61PVrrole 




2,3-DicUoro-5-{iV-[(2-phenyl-l,3-dioxolan-2-yl)memyl]carbamoyl}-4/f-thieno[3,2- 
10 ^pyrrole (Method #17; 80 mg, 0.2 mmol) was dissolved in acetone (15 ml) containing 

aqueous hydrochloric acid (2.0 M, 1 ml). The mixture was heated under reflux for 90 minutes. 
The white precipitate formed was filtered off and washed with acetone. The filtrate was 
concentrated and the residue was triturated with water. The solid formed was filtered off and 
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dried under reduced pressure to afford the title compound as a white solid (20 mg). NMR: 
12.4 (1H, s), 8.6 (1H, t), 7.6-8.0 (5H, m), 7.2 (1H, s), 4.8 (2H, d); m/z 351.1. 



Example #11 

^-Chloro-5-r^-(^-phenvlcarhamovlmethv 1)carha m ovll-4ff-thienor3,2-&1pYrrole 



H o 



S-Carboxy-S-chloro^-thienoPMpyirole (Method #7; 100 mg, 0.5 mmol) was 
dissolved in DCM (6 ml) containing HOBT (68 mg, 0.5 mmol), DIPEA (176 ml, 1.0 mmol) 
10 and JV-glycylaniline (75 mg, 0.5 mmol). The mixture was allowed to stand for one minute 
before the addition of EDAC (150 mg, 0.7 mmol). The solution was allowed to stand for 
approximately 18 hours before being washed with water. The organic phase was dried, filtered 
and concentrated under reduced pressure to afford the title compound (1 12 mg, 67%),NMR 
(CDC1 3 ) 9.7 (1H, br), 8.6 (1H, br), 7.0-8.0 (8H, m), 4.3 (2H, d); m/z 332.1. 



Tramples #12 - #2l 

The following compounds were made by the process of Example #1 1 using 5-carboxy- 
3-chloro-4if-thieno[3,2-i]pvrrole (Method #7) and the appropriate amine: 
Exam ple #1 2: 3-CMorn-5-(^-r2-ftMo rnnr pholino^em Yl1r.arhamovlMW--thienor3,2-&1pyrrole 
20 F.x am nle#13:3-rh1oro-5-(^-r2-fA/-methvlme th a n e S ul p hona mido)-l-(thiazol-2- 
Y 1) p-th Yncarbamov1 }-'iti c f-thienor3.2-/>lpvrrole 
Exam ple #14: 3-CMoro-5-ri\lfl3enzo v l™e^ 

Exam ple #1 5: 3-Chloro- t i-f /V-r2-f2-met h nxv P henvl'>ethvllr.arbamovl }-4H-thieno\3,2- 
frlpvrrole 

25 Example #16: 3-rh1nm-5-l^-r2- f ?-thi e nvnethvllcarbamovl )-4ff-thienor3,2-61pvrrole 

Tem ple #1 7: 3-Chloro-5-ry-f2-Dhenvl-l -cvclopropvncarbamovn-4/r-thienor3,2-&lpyrrole 
Tem ple #1 8: 3-Chloro-5-< Ar-r2-f4-fluoro phe,nvnethvllcarbamov1 }-4f/-thieuor3,2-j>1pvrrole 
Example #19: ^-rhlnro-S-riV-^-phenoxvemv ^ carbamovlMif-thienorS^-^pyrrole 
Exam ple #20: 3-Chloro-S-( A^r2-f1 -phet i y1m^h a n eS ulnhonamido)ethYllcarbamoyl}-4F- 

30 thienor3.2-frtovrrole 
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Examnle #21 : 3-Chloro-5-r^-f4-oxo-2.3.4.5-tetrahvdrobenzr 1 .51tMazepin-3-vl)carbamovl'l- 
4if-tbienor3,2-Z>1pvrrole 




Ex 


R 


NMR 


M/z 


#12 




(CDC1 3 ) 9.6 (1H, br), 7.0 (1H, s), 6.7 (1H, s), 6.6 (1H, 
br), 4.1 (2H, m), 3.5 (2H, m), 2.7 (8H, m) 


328.3 


#13* 


o=s*° 


(CDCI3) 9.5 (1H, br), 7.8 (1H, m), 7.6 (1H, m), 7.3 
(1H, m), 7.0 (2H, 2 x s), 5.6 (1H, m), 3.9 (1H, m), 3.7 


419.0 
(M+H) + 


#14 




(CDCI3) 9.6 (1H, s), 7.0-8.0 (8H, m), 5.0 (2H, m) 


317.1 


#15 




(CDCI3) 9.6 (1H, br), 7.2 (2H, m), 7.0 (1H, s), 6.9 
(2H, m), 6.6 (1H, s), 6.3 (1H, br), 3.9 (3H, s), 3.7 (2H, 
m), 2.9 (2H, t) 


333.1 


#16 




(CDCI3) 9.8 (1H, br), 6.9-7.2 (4H, m), 6.7 (1H, s), 6.2 
(lH,br), 3.8 (2H, m), 3.2 (2H, t) 


309.1 


#17 


A 


(CDC] 3 ) 9.6 (1H, br), 7.0-7.3 (6H, m), 6.8 (1H, s), 6.3 
(1H, br), 3.1 (1H, m), 2.2 (1H, m), 1.3 (2H, m) 


315.1 


#18 




(CDCI3) 9.5 (1H, br), 7.0-7.2 (5H, m), 6.6 (1H, s), 5.9 
(1H, br), 3.7 (2H, m), 2.9 ( 2H, t) 


321.1 
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#19 




(CDC1 3 ) 9.6 (1H, br), 6.9-7.3 (6H, m), 6.8 (1H, s), 6.5 
(lH,m),4.2(2H,t),3.8(2H,m) 


319.1 


#20 


w 


(CDCI3) 9.6 (1H, s), 6.8-7.4 (9H, m), 4.3 (2H, s), 3.4 
(2H, m), 3.1 (2H, m) 


396.1 


#21 2 




(CDCI3) 9.7 (1H, s), 8.0 (1H, s), 7.7 (1H, d), 7.1-7.4 
(4H, m), 7.0 (1H, s), 6.9 (1H, s), 4.9 (1H, m), 4.0 (1H, 
m),3.0(lH,m) 


378.1 
(M+H) + 



1 Amine: Method #15 

2 Amine: J Med Chem, 1985, 28, 1517 



5 Example #22 

9.-r.hlorn-5-rAf-fbenzov1methvDcarb amovl1-4ff-thienor3,2-ftlpvrrole 




5-Carboxy-2-chloro-4/f-thieno[3,2-6]pyrrole (Method #8; 50 mg, 0.25 mmol) was 
dissolved in DCM (7 ml) containing HOBT (34 mg, 0.25 mmol), DPEA (49 ml, 0.28 mmol) 

10 and 2-amino-l-phenylethanone (43 mg, 0.25 mmol). The mixture was stirred for one minute 
and EDAC (63 mg, 0.33 mmol) was added. The mixture was stirred at room temperature for 
approximately 18 hours. Water was added to the solution and a solid precipitated out. This 
solid was filtered off and was washed with water and DCM before being dried under reduced 
pressure to afford the title compound as a white solid (45 mg, 61%). NMR: 11.9 (1H, s), 8.6 

15 (1H, t), 7.1-8.1 (7H, m), 4.8 (2H, d); m/z 317.3. 

F/ramnles #23 - #25 

The following compounds were made by the process of Example #22 using 5-carboxy- 
2-cMoro-4#-thieno[3,2-%yrrole (Method #8) and the appropriate amine: 
20 Sam ple #23: 2-Chloro-5-rjy-r2-Dhenv]-l-CY ^1"pr"pv1 > >carbamovn-4g-thienor3,2-61pyrrole 
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51 



Example #24: g^Moro^^ 



felpvrrole 



Example #25: 2-rhWo^^ 



felpvrrole 



Ex 


R 


NMR 


M/z 


#23 




11.8 (1H, s), 8.5 (1H, d), 7.0-7.3 (7H, m), 3.0 (1H, m), 
2.1(lH,m),1.3(2H,m) 


315.3 


#24 




1 1.8 (1H, s), 10.0 (1H, br), 8.6 (1H, br), 7.0-7.6 (7H, 
m),4.0(2H,d) 


332.3 


#25* 


■JO 


11.8 (1H, s), 8.4 (1H, s), 6.4-8.0 (6H, m), 6.6 (1H, br), 
3.4(4H,m) 


319.3 



1 Amine: Eur J Med Chem, 1987, 22, 91 



Example #26 

10 7.-rhlnro-5-(^-r2-r2-memoxvpbenvl-|ethvl1c a rh am ovH-4/f-thienor3,2-&lpvrrole 

/ 



H O 

5-Carboxy-2-chloro-4if-thieno[3,2-6]pyrrole (Method #8; 50 mg, 0.25 mmol) was 
dissolved in DCM (7 ml) containing HOBT (34 mg, 0.25 mmol), DIPEA (49 ml, 0.28 mmol) 
and 2-(2-methoxyphenyl)ethylamine (43 mg, 0.25 mmol). The mixture was stirred for one 
15 minute and EDAC (63 mg, 0.33 mmol) was added. The mixture was stirred at room 
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temperature for approximately 18 hours. The reaction mixture was washed with water, the 
organic phase was dried, filtered and concentrated to afford the title compound as an off-white 
solid (84 mg, 100%). NMR. (CDC1 3 ): 9.7 (1H, br), 6.9-7.2 (5H, m), 6.5 (1H, s), 6.3 (1H, br), 
3.9 (3H, s), 3.7 (2H, m), 3.0 (2H, t); m/z 333.4. 

5 

Examples #27 - #31 

The following compounds were made by the process of Example #26 using 5-carboxy- 
2-chloro-4if-thieno[3,2-6]pyrrole (Method #8) and the appropriate amine. 

H O 

10 Example #27: 2-Chloro-5-rA/-(2-phenoxve^ 

Example #28: 2-CMoro-5-{Ar42-(2-tM^ 

Example #29: 2-CMoro-5-fJV42-(4-fluoro^ 

Example #30: 2-Chloro-5-(A^2-(N-mefo^ 

vltethvllcarbamovl M//-tMenof3,2-61pvrrole 
15 Example #31: 2-Chloro-5-(Ar-r2-(tMomo^ 



Ex 


R 


NMR 


M/z 


#27 




(CDC1 3 ) 9.5 (1H, s), 6.9-7.3 (6H, m), 6.7 (1H, s), 6.4 
(1H, br), 4.2 (2H, m), 3.9 (2H, m) 


319.3 


#28 




(CDC1 3 ) 9.4 (1H, br), 6.6-7.2 (5H, m), 6.0 (1H, br), 3.7 
(2H,m), 3.1(2H,m) 


309.3 


#29 




(CDCI3) 9.4 (1H, s), 7.0-7.2 (4H, m), 6.9 (1H, s), 6.6 
(1H, s), 5.9 (1H, br), 3.7 (2H, m), 2.9 (2H, t) 


321.3 
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#30 1 


V 


1 1.9 (1H, br), 9.0 (1H, d), 7.8 (1H, m), 7.7 (1H), 7.2 
(1H, s), 7.0 (1H, s), 5.6 (1H, m), 3.9 (1H, m), 3.6 (1H, 
m), 2.9 (3H, s), 2.8 (3H, s) 


417.2 


#31 




11.8 (1H, s), 8.1 (1H, t), 6.8-7.4 (2H, m), 2.5-4.0 (12H, 
m) 


328.3 



1 Amine: Method #15 



Examples #32 - #69 

5 The following compounds were made by the process of Example #1 using 5-carboxy- 

2,3-dichloro-4^-thieno[3,2-6]pyrrole (Method #9) or Example #22 using 5-carboxy-2-chloro- 
4#-tWeno[3,2-6]pyrrole (Method #8) and the appropriate amine: 
Example #32: 2,3-Dichloro-54Ai(23-dimethvl^^ 
vltearbamovlMi/-thienor3,2-61pyrrole 
10 Example #33; 23-DicMoro-5-riY-(4-sulpham^ 
&1pvrrole 

Example #34: 23-DicMoro-54Af-(2-hvdroxv^ 
frlpyrrole 

Example #35: 2,3-Dichloro-5-{ A^f2-rr3-trifluoromethvlpvrid-2-vl)amino1ethvl)carbamovl )- 
15 4#-thienor3,2-Mpvrrole 

Example #36: 2,3-Dichloro-5- ( A^rS-rS-tetrazolyDpropvllcarbamovl 1 -4#-thienor3,2- 
ftlpyrrole 

Example #37: 2,3-DicMoro-54Ar-(5-oxo-3-phen^ 
thienor3,2-61pvrrole 

20 Example #38: 2.3-Dichloro>5-rA^(5-hvdroxv-2-oxo-2.3 < 4 t 5-tetrahvdro- lH-benzr&1azepin-4- 
vl)carbamovn>4ij'-thienor3,2-61pvrrole 

Example #39: 2~Chloro>5-l^-r3-n3enzvloxvcarbonvlamino)propvl1carbamovl)^^ 
thienor3,2-61pvrrole 

Example #40: 23-Dichloro-5-fN4(4-dime1hvlan^ 
25 thienof3,2-fclpvrrole 
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Example #41: 5-riy-g-Benzvl-2-hvdr^^ 
Mpvrrole 

Example #42: 23-Dichloro-5WA^2-(phenvlamm^ 
frlpvrrole 

5 Example #43: 2J-DicMoro-54Al(B-ffl-hv^ 
thienor3.2"61pvrrole 

Example #44: 23-DicMoro-5-rAT-(B-hYdre^^ 
Example #45: 23-DicMoro-5-fAT42-(44ivdroxvpte^ 
Mpvrrole 

10 Example #46: 23-DicMoro-5-fAirfbenzi^ 
frlpyrrole 

Example #47: 23-Dichloro-5-(A^r2-( r 4-chlorophenvlV2-hvdroxv-l- 
(methoxvcarbonvl)ethvl1carbamovll-4i^thienor3,2-61pvrrole 
Example #48: 23-Dichloro-5-(Aiamid^ 
15 frlpyrrole 

Example #49: 5-fiV-r(BenztMazol-2-vto 
61pvrrole 

Example #50: 23-Dichloro-5- f N-K 6-trifluoromethvlpvrid-3-vDmethvl1carbamovl ) -4H- 
thienor3.2-61pvrrole 
20 Example #51: 2J-Dichloro-5-{A^(2-r(2-pvridazinvDmethvl1c^ 
61pvrrole 

Example #52: 2,3-Dichloro-5-!AT-r Ar-(2-hvdroxv-3-phenoxvpropvncarbamovlmethvn 
carbamoyl M#-tMenor3.2-l?lpvirole 
Example #53: 23-Dichloro-5-(AT-rA^ 
25 4/Mhicnor3,2>61pvrrole 

Example #54: 23-Dichloro-5-(A^2-(pvri^ 
61pyrrole 

Example #55 : 2-Chloro-5-fjV- f 2-[f 3-trifluoromethvlpvrid-2-vnamino1ethvl ) carbamovD-4#- 
thieno \3 ,2-61pvrrolc 
30 Example #56: 23-Dichloro-5-(Ar42-f4-s^ 
ftlpvrrole 

Example #57: 2.3-Dichloro-5-f Ar42-f2-Pvridvnethvncarbamovl )-4/f-thienor3.2-A1pvrrole 
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Example #58: 23-Dichloro-5-{Al(241-to^ 

4ff-thienor3,2-Z>1pvrroIe 

Example #59: 23-Dichloro-5-f/^ 

frlpvrrole 

Example #60: 5-(i\r43-f4-Acetanudophenoxv^^ 

4/^thienor3,2-61pvrrole 

Example #61: 23-Dichloro-5-{A^3-W-m^ 

thienor3.2-Z?1pvrrole 

Example #62: 23-DicMoro-54iV-(2-( r2-(guanidm^ 
carbamovn-4i/ , -thienor3 < 2-Z?1pvrrole 
Example #63: 23-DicMoro-5-f Air2-g 
thieno F3 .2-61 pyrrole 

Example #64: 5-(iV42-BenzvltMo4-fh^^ 
thieno \3 ,2-61 pyrrole 

Example #65: 23-Dichloro-5-W-r2-f dimethyl 
thienor3.2-61pvrrole 

Example #66: 23-Dichloro-5-f JM6-m^^ . 
ftlpyrrole 

Example #67: ^23-Dichloro-5-fAr-r(2-oxo^ 
methvl1carbamovn-4//-thienor3.2--61pvrrole 

Example #68: 23-Dichloro-5-fAl{ 2-r3-fcarbamovlmethvl)phenoxv1ethvl )caifaamovlV4g- 
thienor3.2-ft1pvrrole 

Example #69: 5-fAMr6-ffienzori31dioxol-5-vn^ 
carbamov1)-2,3-dichloro-4iy-thienor3.2-61pvrrole 




Ex 


R 1 


R 2 


M/z(M+H) + 


Amine 
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32 


M 


CI 


421 


commercially 








available 


33 


H J^L ^ 


CI 


404 


commercially 
available 


34 


u 


a 


355 


commercially 
available 


35 




Cl 


423 


commercially 




CP 3 






available 










36 


\> 

/ — N 
/ H 

T_r\T. / 

rlfN ' 


ci 


345 


Meth#19 


37 


0 


Cl 


394 


Gazz. Chim. Ital., 
1981, 111, 167 


38 


HN \___/ == \ 

HO -/ 

amine and hydroxy group are trans to 
one another 


Cl 


410 


Method #26 


39 


H u 


H 


393 


commercially 








available 
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40 




CI 


368 


commercially 




fx ^ 






available 










41 




CI 


369 


commercially 
available 


42 


H 


CI 


354 


commercially 
available 


43 


HO 


CI 


369 


commercially 
available 


44 


HO 


ci 


355 


commercially 
available 


45 






ore 

355 


commercially 
available 


46 


HN^N 


a 


365 


commercially 
available 


47 


HN *\^~0 

\ 


Cl 


448 


commercially 
available 


48 




Cl 


365 


commercially 

avcUiaUlC 


49 




Cl 


382 


commercially 
available 
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60 




CI 


442 


commercially 
available 


61 


9 °- -P 

H 


Cl 


398 


Method #24 


62 


HN ^ S- V- 

s — / 


HN 


CI 


449 


Eur. J. Med. 
Chem., 1993, 28, 
601 


63 


O H 


Cl 


361 


Method #23 


64 


HO ^ 




Cl 


415 


commercially 
available 


65 


H 1 
O O 


Cl 


385 


commercially i 








available 


66 




Cl 


356 


WO 9518097 


67 


0 




Cl 


410 


J. Med. Chem., 
1989, 32, 1673 


68 


H 2 N u 




Cl 


412 


Method #25 


69 


\ _ 

HN — ' O' 


0 

J 


Cl 


468 


Method #27 
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Example #70 

S-W-BenzvlcarbamovlV 2.3-^Hnro^ff4hie.nor3>ft1pyrrole 




5 5 -Carboxy-2,3-dichloro-4/f-thieno[3,2-6]pyrrole (Method # 9, 1 18mg, 0.5mmol) was 

dissolved in dichloromethane (10ml) containing benzylamine (55 mg, 0.5 mmol), 1-HOBT 
(68mg, 0.5mmol) and DIPEA (258ul, 2mmol). The mixture was stirred for one minute before 
the addition of EDAC (125mg, 0.65mmol). The mixture was stirred at ambient temperature 
for approximately 16hours before being washed with water. The organic fraction was 

10 concentrated and was purified using Bond-Elut silica column chromatography (eluent: 

dichloromethane-dichloromethane/methanol 5% gradient) to afford the title compound as a 
white solid (121mg, 75%). 

NMR: 12.4 (1H, br), 8.8 (1H, t), 7.3 (5H, m), 7.1 (1H, s), 4.5 (2H, d); m/z 323.27 

15 The following compounds were made by the process of Example #70 using 5-carboxy- 

2,3-dichloro-4//-thieno[3,2-fc]pyrrole (Method #9) and the appropriate amine: 
ff.vam plo. #71 : 2.3-Dicb1nrn-5-W-phene tbY^arhamovn-4^-thienor3,2-Z>1pyrrole 
tt Ya m pl ft #72: 2.3-Dicb1nrn-5-r^-f3-ph« ».nv1 pronvncarbamovn-4/f-thienor3,2-61pyrrole 
ttvam pl* #73: 2.3-Dichlo™-5-< Af-f2-f2-h v Hrnxvnh e nvnethvllcarhamoyl)-4if-thienof3.2- 

20 frlpyrrole 

ir. Tg m pl f .#74: 2.3-Dich1nrn-5-r^-fOLa-di n ie thvl P henethvnrarbamoYl1-4/y-thienor3,2- 
frlpyrrole 

F.y am pl ft #75 : 2.3-DicMnrn-5-rA/-(l- P hen Ylcvclohutvnmethvncarbamoyl1-4/f-thienor3,2- 
fclpvrrole 

25 Pim ple #76: 2 ^-Dichloro-5-r ^ -rp- m ethvlphenethvl)carbamoyl1-4ff--thienor3,2-fc1pyrrole 
lr.'vawTi plfi #77: 2.3-Dichlpm-5-W-n ,2.3.4- t etrahvdronaDhth-?.-v1)carbamoyll-4/y-thienof3 t 2- 
frlpvrrole 

y.vam ple #78: 5-r^-W-Benzvlcarba mnvlmethvncarhaTnovn- 2.3-dic,hloro-4//-thienor3 7 2- 
fclpvrrole 
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Example #79: S^AT-tW-Benzvl-AT-methvlcarbam 
thienor3.2-fr1pvrrole 

Example #80: 23-dichloro-54iV-(Ar-methvl^ 
thieno \3 ,2-61pvrrole 

5 Example #81 : 2.3-dichloro-5- f N-fN-( 2-cvanoethvI VjV-phenvlcarbamovlmethvllcarbamovl I - 




Ex 


R 


NMR 


M/z 


#71 


HN 


12.33(1H, br), 8.4(1H, t), 7.3(5H, m), 
7.1(1H, s), 3.5(2H, dd), 2.8(2H, t). 


337.38 


#72 




12.35 (1H, br), 8.3 (1H, t), 7.2 (5H, m), 
7.1 (1H, s), 3.3 (2H, q), 2.6 (2H, t), 1.8 


351.40 . 


#73 




12.3 (1H, br), 8.3 (1H, t), 7.0 (3H, m), 6.8 
(1H, d), 6.7 (1H, t), 3.4 (2H, q), 2.8 (2H, t) 


353.39 


#74* 




12.3 (1H, br), 8.1 (1H, t), 7.3 (2H, t), 7.15 
(3H, m), 7.05 (1H, s), 3.6 (2H, d), 2.4 
(2H, m), 2.2 (2H, m), 2.0 (1H, m), 1.8 
(1H, m). 


377.44 


#75 2 




12.25 (1H, br), 7.4 (1H, s), 7.1 (6H, m), 
3.1 (2H, s), 1.3 (6H, s) 


365.41 


#76 3 




12.3 (1H, br), 8.3 (lh, t), 7.2 (5H, m), 7.0 
(1H, s), 3.4 (2H, m), 3.0 (1H, q), 1.2 (3H, 
d). 


no mass 
ion 


#77 


. 


12.35 (1H, br), 8.2 (1H, d), 7.1 (1H, s), 


363.35 




7.05 (4H, s), 4.2 (1H, br), 3.1 (1H, dd), 
2.8 (3H, m), 2.0 (1H, m), 1.8 (1H, m). 
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#78 4 




n /nw hr\ RfiHH rt 8 4(1H t), 7.3 
(5H,m),4.3(2H,d),3.9(2H,d). 


380.41 


#79 5 




12.45 (lh, br), 8.4(1H, m), 7.3 (5H, m), 
7.2(1H, m), 4.6 (0.6, s), 4.5(1.4H, s), 
4.2(2H,m),3.0(2H,s), 2.8(lH,s) 


394.44 


#80 6 


1 


12.4 (1H, br), 8.4(1H, t), 7.4(5H, m), 
7.1(lH,s),3.8(2H,br),3.2(3H,s). 


380.41 


#81 7 


t 


12.4 (1H, br), 8.4 (1H, t), 7.5 (5H, m), 
7.1(1H, s), 3.9(2H, t), 3.7(2H, br), 2.7(2H, 
t). 


419.41 



2 Amine: J. Med. Chem .; 1993, 36(22), 3300-3307 

3 Amine: J. Am. Chem. Soc; 1960, 82, 2577 

4 Amine: Method #6 

5 Amine: Method #3 1 

6 Amine: Method #30 

7 Amine: Method #14 



Example #82 

10 ^^^cmoro-S-i^^^-^-methoxvDhenvnc a rbamovlmemvllcarbamoYll^-thienorS^- 
felpvrrole 




A solution of 5-(^-carboxymethylcarbamoyl)- 2,3-dacMoro-4#-thieno[3,2-fc]pyrrole 
15 (Method #12, 150mg,0.51mmol)and4-memoxyaniline(69mg,0.56mmol)in 

tetrahydromran (THF) (6ml) was stirred at ambient temperature for 30 minutes. 4-(4,6- 
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dimethoxy-13,5-triazin-2-yl)^methylmorpholinium chloride (DMTMM) (142mg, 
0.51mmol) was added and the reaction mixture stirred at ambient temperature overnight, 
poured into water (15ml) and extracted with ethyl acetate (3x1 5ml). The organic extracts were 
combined and washed with IN citric acid solution (15ml), sodium bicarbonate solution 
5 (15ml), dried over magnesium sulphate, filtered and concentrated to give the title product as a 
white solid NMR: 124 (1H, s), 9.9 (1H, s), 8.6 (1H, t), 7.5 (2H, d), 7.2 (1H, s), 6.85 (2H, d), 
4.0 (2H, d), 3.7 (3H, s); m/z 396.38 

The following compounds were made by the process of Example #82 using 2,3- 
10 dicUoro-5-[i\T-carboxymethylcarbamoyl]^/f-thieno[3,2-6]pyrrole (Method #12) and the 
appropriate commercially available amine: 

Example #83 : 2,3-dichloro-5-{ j\^rj\^(4-fluorophenvl > >carbamovlmethvl1carbamovl ) -4H- 
thieno r 3 .2-61 pyrrole 

Example #84: 23-dichloro-5-(jV-riV-(4Hri^ 
15 thienor3.2-61pyrrole 

Example #85: 23-dicMoro-5-iiV-rAr-( 2,6-dimethvlphenvncarbamovlmethvllcarbamovl } AH- 
thieno \3 .2-&1pvrrole 

Example #86: 2,3-dichloro-5- f A^rA^-methvl-A^f4-methvlphenvl)carbamovlmethvl1- 
carbamovl ) -4ff-thienof3 .2-61pyirole 
20 Example #87: 23-dicMoro-5-(Ar-riV^ 
carbamoyl ) -4ff-thienor3,2-ft1pvrrole 

Example #88: 2,3-dichloro-5-f jV^AT-G-chlorophenvl) ^-methvlcarbamovlmethvn- 
carbamovl )-4if-thienor3,2-^1pvrrole 

Example #89: 2.3-dichloro-5- f A^rAr-f2-hvdroxvethvlVj\r-phenvlcarbamovlmethvll- 
25 carbamoyl Mff-thienor3,2-6Ipvrrole 

Example #90: 2.3-dichloro-5- ( N-tN-( 1 , 1 -dimethvl-2-hvdroxvethvncarbamovlmethvll- 

carbamoyl }-4^thienor3,2-61pvrrole 

Example #91: 23-dicMoro-5WiV'-rAf-(2-hydroxyethvl^^ 

carbamoyl )-4ff-thienor3.2-&1pvrrole 
30 Example #92: 23-dicMoro-5-{AT-rA^^ 

thienor3,2-61pvrrole 
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F.T fl mnle#93: 2^-riich1oro-5-(^- r ^-^-hv^oxvDro P vl)carbamovlm e thy11carhamoYl}-4^- 
tbienor3.2-&1pyrrole 

F* a mnle#94: 7, ^-dichloro-54 ^ -f^-^-hvdroxvbuwncarbamovlme.thy11carbamovl}-4^- . 
thieTior3.2-61pvrrole 

F.^m ple #95: 2.3-dichloro-5-(j\ M ^-rhi s rhvdroxvmethvl)niethYncarbamovlniethvn- 

carhamovD^#-thienor3.2 -ft1pvrrole 

F.* a mnle#96: ? 1-dichloro-5-f 

4ff-thienor3.2-/)1pvrrole 




Ex 


R 


NMR 


m/z 


#83 




12.42 (1H, br), 10.08 (1H, or), e.o (in, 1;, 
7.6 (2H, m), 7.1 (3H, m), 4.0 (2H, d) 


384 20 


#84 




12.5 (1H, br), 10.74 (1H, br), 8.8 (1H, t), 
8.3 (2H, d), 7.9 (2H, d), 7.2 (1H, s), 4.2 
(2H,d). 


411.36 


#85 




12.45 (1H, br), 9.3 (1H, br), 8.7 (1H, t), 7.2 
(1H, s), 7.1 (3H, s), 4.1 (2H, d), 2.1 (6H, s). 


394.39 


#86 




12.4 (1H, br), 8.4 (1H, t),.7.3 (4H, s), 7.1 
(1H, s), 3.7 (2H, br), 3.2 (3H, s), 2.3 (3H, 
s) 


394.17 


#87 




12.4 (1H, br), 8.4 (1H, t), 7.4 (1H, t), 7.2 
(3H, m), 7.1 (1H, s), 3.8 (2H, br), 3.3 (3H, 
s), 2.3 (3H, s) 


394.28 


#88 


'"TfJ° 


12.4 (1H, br), 8.4 (1H, t), 7.5 (4H, m), 7.1 
(1H.S), (3.9, br), 3.2 (3H, s). 


no 

mass 

ion 
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#89 


TO ^0 


12.4 (1H, br), 8.4 (1H, t), 7.4 (5H, m), 7.1 
(1H, s), 4.7 (1H, br), 3.7 (4H, m), 3.5 (2H, 
d). 


410.54 


#90 


HN-4^° H 


12.4 (1H, br), 8.4 (1H, t), 7.3 (1H, br), 7.1 
(1H, s), 4.8 (1H, t), 3.8 (2H, d), 3.4 (1.3H, 
d),3.1(0.7H,d), 
1.2 (6H, s) 


362.33 


#91 




12.44 (1H, br), 8.3 (1H, br), 7.1 (1H, s), 4.9 
(0.5H, t), 4.6 (0.5H, t), 4.1 (2H, dd), 3.4 
(4H, m), 3.0 (1.5H, s), 2.8 (0.5H, s). 


348.30 


#92 




12.42 (1H, br), 8.5 (1H, t), 7.8 (1H, t), 7.1 
(1H, s), 4.6 (1H, br), 3.8 (2H, d), 3.4 (2H, 
br), 3.1 (2H, q). 


334.34 


#93 




12.41 (1H, br), 8.5 (1H, t), 7.8 (1H, t), 7.1 
(1H, s), 4.4 (1H, t, br), 3.8 (2H, d), 3.4 (2H, 
q,br),3.1(2H,q), 
1.5 (2H, m). 


348.38 


#94 




12.4 (1H, br), 8.5 (1H, t), 7.9 (1H, t), 7.1 
(1H, s), 4.3 (1H, t), 3.8 (2H, d), 3.4 (2H, d), 
3.1 (2H, q,br), 1.4(4H,m). 


362.36 


#95 


.OH 

HN 


12.42 (1H, br), 8.5 (1H, t), 7.6 (1H, d), 7.1 
(1H, s), 4.6 (2H, br), 3.9 (2H, d), 3.7 (1H, 
m), 3.4 (4H, br). 


364.36 


#96 


OH 


12. 4 (1H, br), 8.5 (1H, br), 7.8 (1H, t), 7.1 
(1H, s), 4.7 (1H, br) 4.5 (1H, br), 3.8 (2H, 
d), 3.5 (1H, m), 3.2 (3H, m), 3.0 (1H, m). 


364.35 



Example #97 

2.3-dichloro-5-{iV-rA^ 
frlpvrrole 
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A solution of 5-(N-carboxymethylcarb 
(Method #12) (150mg, 0.51mmol), and 4-aminobenzyl alcohol (70.5mg, 0.56mmol) in THF 
(6ml) was stirred at ambient temperature for 30 minutes. 4-(4,6-dimethoxy-l,3,5-triazin-2- 
5 yl)-4-methylmorpholinium chloride (DMTMM) (142mg, 0.5 lmmol) was added and the 

reaction mixture stirred at ambient temperature overnight, then poured into water (15ml). The 
resultant precipitate was isolated by filtration, washed with water, ether and dried in vacuo to 
give the title product as a white solid (149mg, 73%) 

NMR: 12.42 (1H, br), 9.9 (1H, s), 8.6 (1H, t), 7.5 (2H, d), 7.2 (2H, d), 7.1 (1H, s), 5.0 (1H, 
10 br), 4.4 (2H, s), 4.0 (2H, d); m/z 396.21 

The following compounds were made by the process of Example #97 using 5-(A^- 
carboxymethylcarbamoyl)-2,3-dichloro»47f-tMeno[3,2-6]pyrrole (Method #12) and the 
appropriate commercially available amine: 
15 Example #98; 2.3-dichloro-5- ( A^r7^-(5-isoquinolvncarbamovlmethvncarbamovl ) -4S- 
thieno [3 ,2-&1p vrrole 

Example #99; 23-dichloro-5-(Air7f-f3-hv^ 

carbamoyl ) -4#-thieno f3 .2-frlpvrrole 

Example #100: 2.3Kttchloro-5-(AMAir4-f2- 
20 hvdroxvethvnphenvllcarbamo 

Example #101: 2J^chlQro-5W#-M^ 

carbamoyl I -4/f-thieno f3 .2-61pvrrole 

Example #102; 2. 3-dicMoro-5-(jV-ra.2.3^ 

carbamoyl M#-thienor3.2-lflpvrrole 
25 Example #103: 2,3-dicMoro-5-fAT4Ai(2^vanoe^ 

carbamoyl ) -4i7-thieno f3 ,2-&1p vrrole 

Example #104: 23-dichloro -5-fiV^jy-f4-hv^^ 

4#-thienor3,2-61pvrrole 
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TT.v^m plP. tflOS: 2.3-dicMor o -'i-r^-W- cvcloDP,ntv1carbamovlmf .th y1)carbamoYlHi/ - 
thiennr3.2-&1pvrrole 

rv am r i. M Ofi: 7.3-dichloro- S-r^W-isopropvl^ 
ftlpvrrole 

5 F.* am nle#107: 2 .VHit*W5-W- W -i"^ 
thiftnnr3.2-fe1pvrrole 

Exam Blg #J »«- 2.3-dicMnrrvS4^-rthiomo T^^^"carbonv1niPthvlV,arhamovl1-4g- 
thip.nn f3.2-frlpvrrole 

i?.™m r i« #J (19: gJ^djcMorOjim^^ 
10 ftlpyrrole 




Ex 


R 


NMR 


m/z 


#98 


NH 


12.5 (1H, s), 8.7 (1H, t), 8.5 (1H, d), 8.0 
(3H, m), 7.7 (1H, t), 7.1 (1H, s), 4.2 (2H, 
d). 




#99 


HN 


12.42 (1H, br), 9.9 (1H, s), 8.6 (1H, t), 
7.55 (1H, s), 7.45 (1H, d), 7.2 (IH, t), 
7.1 (1H, s), 7.0 (1H, d), 5.1 (1H, br), 4.4 
(2H, s), 4.0 (2H, d) 


396.19 


#100 




12.41 (1H, br), 9.9 (1H, s), 8.6 (1H, t), 
7.5 (1H, m), 7.1 (3H, m), 4.6 (1H, br), 
4.0 (2H, d), 3.6 (2H, br), 2.6 (2H, t) 


410.16 


#101 




12.4 (1H, br), 8.5 (1H, t), 7.7 (1H, q), 


No 






7.5 (1H, dt), 7.2 (1H, t, br), 7.1 (1H, s), 


mass 




3.8 (1H, m), 3.6 (1H, m), 3.1 (3H, s). 


ion 


#102 


CO 


12.41 (1H, br), 8.5 (1H, t), 7.6 (1H, d), 
7.1 (5H, m), 4.2 (2H, d), 3.7 (2H, t), 2.7 
1 (2H,t),1.9(2H,m). 


406.18 
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#103 ~t 




12.42 (1H, br), 8.4 (1H, m), 7.1 (1H, s), I 
4.1( 2H, m), 3.7 (0.5H, t), 3.6 (1.5H, t), 
o i /w «^ 1 9 d 5H m"). 2.7 (1.5H, t). 


357.27 


#104 i 




12.42 (1H, br), 8.4 (1H, t), 7.1 (1H, s), 
4.7 (1H, br), 4.1 (2H, d), 3.9 (1H, m), 
3.7 (2H, m), 3.2 (1H, m), 3.0 (1H, m), 
1.7 (2H, m), l.i (.tti, m). j 


376.26 


#105 | 




12.4 (1H, br), 8.45 (1H, t), 7.8 (1H, d), 
7.1 ( 1H, s), 4.0 (1H, m), 3.8 (2H, d), 1.8 
(2H,m), 1.6 (2H, m), 
1.5(2H,m),1.4(2H,m). 


358.35 


#106 




12.4 (1H, br), 8.5 (1H, t), 7.7 (1H, d), 
7.1 (1H, s), 3.9 (1H, m), 3.8 (2H, d), 1.1 
(6H, d). 


332.34 


#107 




12.42 (1H, br), 8.3 (1H, m), 7.1 (1H, s), 
4.6 ( 0.66H, m), 4.1 (2.33H, m), 2.8 (2H, 
s), 2.7 (1H, s), 1.15 (2.4H, a), l.uo 
(3.6H, d). 


346.34 


#108 




12.42 (1H, br), 8.4 (1H, t), 7.1 (1H, s), 
4.2 (1H, d), 3.7 (4H, m), 2.7 (2H, br), 
2.5 (2H.br). 


I no 

1 maw 
1 li.lu.oo 

ion 


#109 




12.42 (1H, br), 8.4 (1H, t), 7.1 (1H, s), 
4.2 (2H, d), 3.6 (4H, br), 3.5 (4H, br). 


360.30 



Example #110 

9 >dichloro-5-(N-rn udioxotMoi^ r pholi^ 

p yrrole 
and 

frlpvrrole 



10 



WO 02/20530 

A solution of m-chloroperbenzoic acid (mCPBA) (14mg, 0.85mmol) in 
dichloromethane (5ml) was added dropwise to a suspension of 2,3-dichloro-5-[JV- 
(tMomorpholinocarbonylmethyl)carbamoyl]^^ (example # 108) in 

5 dichloromethane and the reaction mixture stirred at ambient temperature for one hour. 5% 
sodium metabisulfite solution (5ml) was added and the mixture stirred for several minutes. 
The aqueous layer was extracted with ethyl acetate (2x15ml) and the combined organic 
extracts washed with sodium bicarbonate solution (2x15ml) and concentrated. The two 
component mixture was separated using bond-elute silica column chromatography (eluent: 
10 dichloromethane-dichloromethane/methanol 5% gradient) to afford the less polar product 
(sulfone) as a white powder (57mg 33%) and the more polar product (sulfoxide) as a white 
solid (62mg, 37%). 

NMR: (sulfone) 12.43 (1H, br), 8.4 (1H, t), 7.1 (1H, s), 4.2 (2H, d), 3.9 (4H, br), 3.3 (2H f br), 
3.1 (2H,br); m/z 408.33 
15 NMR: (sulfoxide) 12.42 (1H, br), 8.4 (1H, t), 7.1 (1H, s), 4.2 (3H, m), 3.9 (2H, d), 3.6 (1H, 
m),2.9(4H,m). 
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Example #112 

2-CMoro-5-rAT-(2-mdanvncarba^ 




5-Carboxy~2-chloro-6^thieno[2,3-*]pyrrole (Method #10; lOlmg, 0.5mmol) was 
dissolved in dichloromethane (6ml) containing 2-aminoindane (68mg, 0.5mmol), 1- 
Hydroxybenotriazole (HOBT) (68mg, O.Smmol) andDIPEA (355|xl, 2.0mmol). The mixture 
was stirred for one minute before the addition of ED AC (125mg, 0.65mmol). The mixture 
25 was stirred at ambient temperature for approximately 16 hours before being washed with 

water. The organic fraction was concentrated and was purified using bon-elute silica column 
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chromatography (eluent: dichloromethane-dichloromethane/methanol 2.5% gradient) to afford 
the title compound as a beige solid (96mg, 61%). 

NMR: 1 1.80 (1H, br), 8.3 (1H, t), 7.2 (5H, m), 7.0 (1H, s), 4.6 (1H, m), 4.7 (1H, d), 3.2 (2H, 
m), 2.9 (2H, m); m/z 315.46 

5 

Example #113 

5-rAT-fBenzri.21oxazol-3-v^ 




10 5-Carboxy-2,3-dichloro-4^-thieno[3,2-i]pyrrole (Method #9; 1 18 mg, 0.5 mmol) was 

dissolved in DMF (5 ml) containing HOBT (83 nig, 0.55 mmol), DIPEA (52 ul, 0.30 mmol) 
and l,2-Benzisoxazole-3-methylamine (Eur. J.Med. Chem-Chimica Therapeutica, Jan.-Feb.-10, 
No.l p32) (89 mg, 0.6 mmol). The mixture was stirred for one minute and ED AC (106 mg, 
0.55 mmol) was added. The mixture was stirred at room temperature for approximately 18 

15 hours. Water was added to the solution and a solid precipitated out. This solid was filtered off. 
and was washed with water before being dried under reduced pressure to afford the title 
compound as a white solid (174mg) 1H NMR : 4.9(2H,s), 7.1(lH,s), 7.4(lH,t), 7.6(lH,t), 
(7.8(lH,d), 8.0(lH,d), 9.2(lH,s), 12.5(lH,s); m/z 366 (M+H); 

HPLC Hichrome C18 column Acetonitrile/water/0.1%TFA 5-95% over 7.5 min Rt 4.9min 
20 m/z 366 (M+H) 

The following compounds were made by the process of Example #1 13 using 5- 
carboxy-2,3-dichloro-4iy-thieno[3,2-6]pyrrole (Method #9) and the appropriate amine: 
Example #114: 23-Dichloro-5-W-f 2-r2-fhvdroxvmethvl)phenvnethvl)carbamovl)-4jy- 
25 thieno f3 ,2-61pyrrole 

Example #115: 2.3-DicMoro-5-rA^r4-phenylisoxazol-3-vlmethvl)carbamovl1^iy-thienor3,2- 
61pvrrole 

Example #116: 2.3-Dichloro-5-fAT- f 2-r2-(2-morpholinoethoxvlphenvllethvl )carbamovl)-4#- 
thieno \3 .2-&1pvrrole 
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r. a rh a movn-4F -^i"""n- 2 - &1pvnole 




1 Amine: EP86-300884 
5 2 Amine: Method #33 

3 Amine: Method #34 

4 Amine: Method #35 
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Example #118 

5-fAM2-r2-(CaAoxv^ 




o 

23-DicMoro-5K^-{2-[2-(methoxycarbonylmethoxy)phenyl]ethyl}carbamoyl)-4i/- 
thieno[3,2-&]pyrrole (Example #117, 100mg,0.25mmol) dissolved in 2:1 THF : methanol 
(2ml), was treated with IN Lithium hydroxide solution (0.25ml, 0.25mmol), followed by the 
addition of water till the solution was just opalescent and then stirred for 2 hours at room 
10 temperature. The organic solvents were removed by evaporation under reduced pressure, the 
solution filtered then acidified with 2N HC1 to give a thick white precipitate which was 
isolated by filtration, washed with water and dried under reduced pressure over phosphorous 
pentoxide to give the title compound (83mg) 

1H NMR : 2.9(2H,q), 3.5(2H,q), 4.7(2H,s), 6.8(2H,m), 7.1(lH,s), 7.2(2H,m), 8.4(lH,m), 
15 12.4(1H,S) 

HPLC Hichrome C18 column Acetonitrile/water/0.1%TFA 5-95% over 7.5 min Rt 4.47min 
m/z 413 (M+H) 

Example #119 

20 2.3-DicMoro-5-(AT-r2-(3-methoxvphenvne^ 



CI - s 



Cl H b 



5-Carboxy-2,3-dichloro-4ff-thieno[3,2-6]pyrrole (Method #9; lOOmg, 0.42mmol) was 
25 suspended in DCM 10ml; 2M oxalyl chloride solution in DCM (750ul, 1 .5mmol) was added 
dropwise followed by one drop of DMF and the resultant mixture stirred overnight at room 
temperature. The suspension was filtered, the residue washed with DCM and the filtrate 
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evaporated to dryness under reduced pressure and then azeotroped with toluene to give a 
yellow solid which was dissolved in DCM (6.9ml) under nitrogen. Calcium carbonate (60mg, 
0.6mmol) was added followed by a solution of 3-methoxyphenethylamine; 90mg, 0.4mmol) 
and the mixture was stirred at room temperature overnight. The mixture was filtered, the 
5 residue washed with DCM followed by 0.1 M HC1 then water to give the title compound as a 
white solid (98mg) 1H NMR (CDC13) : 2.9(2H,t), 3.7(2H,t), 3.9(3H,s), 6.0(lH,m), 6.6(lH,s), 
6.8(3H,m), 7.2(2H,m), 9.9(lH,s) 
m/z 369 (M+H) 



10 Example #120 

23-DicMoro-54Ai(2-oxo-L2,3,4-tetrahy^^ 




This was prepared following the procedure described in Example #97 using 3- 
15 aminohydrocarbostyril (Arch.Biochem&Biophys. 1963 109 48) was used in place of 4- 

aminobenzyl alcohol and 5-carboxy-2,3-dichloro-4//-thieno[3,2-6]pyrrole (Method #9) was 
used in place of 5-(N-carboxymethylcarbamoyl)-^ to give 

the title compound: 1H NMR : 3.0(2H,d), 4.7(lH,q), 6.9(3H,m), 7.2(2H,m), 8.5(lH,d), 
10.35(lH,s) 

20 HPLC Hichrome CI 8 column Acetonitrile/water/0. 1 %TFA 5-95% over 7.5 min Rt 4.44min 
m/z 380 (M+H) 

Example #121 

2.3-DicMoro-5-(AM2-r2-f2^ 
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23-Dicmoro-5-{JV-[2<2-hydro X yphenyl)ethyl]carb^ ( Example 

73, 177.5mg, 0.5mmol) was dissolved in THF 3ml under nitrogen together with 
methoxyethanol (38jll, O.Smmol) and triphenylphosphine (131mg, O.Smmol), the resultant 
5 stirred solution was cooled to 0C and treated with DIAD (98ul,0.5mmol) dropwise over 30 
mins, then allowed to warm to room temperature overnight. After evaporation to dryness the 
mixture was purified by chromatography on a 20g Bond Elute silica column eluting with 
DCM. The product was taken up in diethyl ether 20ml, washed with 2N NaOH (3x5ml), water 

(5ml) and saturated brine (5ml) then dried over magnesium sulphate and evaporated under 
10 reduced pressure to give the tide compound (45mg) 1H NMR (CDC13) : 3.0(2H,t), 3.5(3H,s), 

3.7(2H,m), 3.9(2H,m), 4.2(2H,m), 6.6(lH,m), 6.8(lH,s), 6.9(2H,m), 7.2(2H,m), 9.9(lH,s) 

HPLC Hichrome C18 column Acetonitrile/water/0.1%TFA 5-95% over 7.5 min Rt 5.02min 

m/z411(M-H) 

15 Example #122 

<.fA q?.p.rr a rh am0 vlme ^ 

fclpvrrole 



CI h 



20 5-(^{2-[2<Carboxymemoxy)phenyl]emyl}carbamoyl)-2,3-mcWoro4^^ 

(Example #1 18,124mg, 0.3 mmol) was dissolved in DMF (3 ml) containing HOBT (50 mg, 
0.33 mmol), DIPEA (140 ul, 0.69 mmol) and ammonium chloride (18mg, 0.36 mmol). The 
mixture was stirred for one minute and EDAC (64mg, 0.33 mmol) was added. The mixture 
was stirred at room temperature for approximately 18 hours. Water was added to the solution 

25 and a solid precipitated out. This solid was filtered off and was washed with water before 
being dried under reduced pressure to afford the title compound as a white solid (1 1 lmg) 1H 
NMR : 2.9(2H,q), 3.5(2H,q), 4.5(2H,s), 6.8(2H,m), 7.0(lH,s), 7.2(2H,m), 7.5(lH,s), 
7.6(lH,s), 8.4(lH,m), 12.4(lH,s) 

HPLC Hichrome C18 column Acetonitrile/water/0.1%TFA 5-95% over 7.5 min Rt 4.37min 
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The following compounds were made by the process of Example #122 using 5-(7V-{2- 
5 [2-(Carboxymethoxy)phenyl] ethyl} carbamoyl^ 
(Example #118) and the appropriate amine: 

Example #123: 2,3-Dichloro-5-fAT- f 2-r2-f7V-methvlcarbamovlmethoxv)phenvllethvl ) - 
carbamovlMff-thienorS^^lpviTole 

Example #124: 2,3-Dichloro-5-(Al f 2-r2^A^^-dimethvlcarbamovlmethoxv > )phenvlV 
10 ethyl IcarbamovlM/foMenof 3.2-61pvrrole 

Example #125: 23-Dichloro-5-fi^-(2--r2-rmorpholinocarbonvlmethoxv)phenvllethvl 1- 

carbamovD-4jy-thienor3.2-felpvrrole 

Example #126: 5-(AT-f2-r2-(AT-Ben:^k 

dichloro-4if-thienor3,2-fe1pyrrole 
15 Example #127: 2,3-Dichloro-5-fAM 2-r2-f4-»hvdroxypiperidinocarbonvlmethoxv > )phenvll- 

ethvl } carbamovlMiJ-thienof 3,2-61pvrrole 




Ex 


R 


NMR 


Rt 


Mix 


#123 


HN — 


1HNMR : 2.8(3H,d), 2.9(2H,q), 3.5(2H,q), 
4.5(2H,s), 6.8(2H,m), 7.1(lH,s), 7.2(2H,m), 
8.0(lH,m), 8.5(lH,m), 12.2(lH,s) 


4.65 


426 


#124 


f 


1H NMR : 2.9(5H,m), 3.0(3H,s), 3.5(2H,q), 
4.8(2H,s), 6.8(2H,m), 7.0(lH,s), 7.1(2H,m), 
8.4(lH,m), 12.4(lH,s) 


4.57 


440 
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#125 




1HNMR : 2.9(2H,q), 3.4-3.7(10H,m), 
4.8(2H,s), 6.8(2H,m), 7.0(lH,s), 7.1(2H,m), 
8.3(lH,m), 12.4(lH,s) 


4.5 


484 


#126 


0 


1HNMR : 2.9(2H,q), 3.5(2H,q), 4.4(2H,d), 
4.6(2H,s), 6.9(2H,m), 7.0(lH,s), 7.2- 
7.4(7H,m), 8.4(lH,m), 8.6(lH,m), 
12.4(lH,s) 


5.26 


502 


#127 


o 

M 

OH 


1HNMR: 1.2-1.5(2H,m), 1.6-1.8(2H,m), 
2.9(2H,q), 3.1(lH,q), 3.2(lH,q), 3.5(2H,q), 
3.7(2H,q), 3.9(lH,m), 4.7(lH,d), 4.8(2H,s), 
6.9(2H,m), 7.1(lH,s), 7.2(2H,m), 8.0(lH,s), 
8.4(lH,m), 12.4(lH,s) 


4.2 


496 



Example #128 

f5 , )-2-ChlorO'5"|jV-ra-f5"ethoxvcarbonvl-l ,3,4-oxadiazol-2-vl)phenethvncarbamovl)"6iir- 
thienor23-61pvrrole 



5 




5-Carboxy-2-chloro-6ff-thieno[2,3-i]pyrrole (Method #10 172mg, 0.86mmol) was 
dissolved in DCM (10ml) containing HOBT (115mg, 0.86mmol), DIPEA (331mg,2.57mmol) 
and ethyl (5)-5-(a-aminophenethyl)-l,3,4-oxadiazole-2-carboxylate trifluoroacetate (Method 
10 #16; 322mg, 0.86mmol). EDAC (205mg,1.07mmol) was added and the mixture stirred at 
ambient temperature for 16 hours. The reaction mixture was filtered and the filtrate washed 
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with dilute hydrochloric acid and water. After drying over magnesium sulphate and 
concentration the crude material was purified by bond elute silica column chromatography 
(eluent - DCM/Ethyl acetate gradient 0-20%) to give the title compound (104mg, 27%) 
NMR 1.3(3H, t); 3.3-3.5(2H, m); 4.4(2H,q); 5.5-5.6(lH,m); 7.05(lH,s); 7.15(lH,s); 7.2- 
5 7.35(5H,m); 8.95(lH,d); 11.84(lH,s) 
m/z 444.9 

Example #129 

(»S^-2-chloro-5-(A r -ra-r4-methoxvcarbonvloxazol-5-vnphenethvllcarbamovll-6^ 
10 ftlpvrrole 




5-Carboxy-2-chloro-6-ff-thieno[2,3-A]pyrrole (Method #10, lOOmg, O.Smmol) was 
dissolved in DCM (10ml) containing HOBT (68mg, O.Smmol), DIPEA (193mg, l.Smmol) 
and methyl (S)-5-(a-aminophenethyl)oxazole-4-carboxylate trifluoroacetate (Method #32, 

15 230mg, 0.5mmol). EDAC (143mg, 0.75mmol) was added and the mixture stirred at ambient 
temperature for 4 hours. The reaction mixture was diluted with ethyl acetate (75ml) washed 
with dilute citric acid, water and brine, dried over magnesium sulphate and concentrated. The 
crude material was purified by bond elute silica column chromatography (eluent - DCM/Ethyl 
acetate gradient 0-50%) to give the title compound (147mg, 34%). 

20 NMR 3.05-3.15(lH,m); 3.2-3.25(lH,m); 3.8(3H,s); 5.85-5.95(lH,m); 7.1(lH,s); 7.15(lH,s); 
7.15-7.25(5H,m); 7.75(lH,d) 8.4(lH,s); 11.74(lH,s); m/z 429 



Example #130 

2-CMoro-5-(A^-ra-(3-pvridvl)phenethvl1carbamovl)-6/f-thienor2.3-Z?1pvrrole 
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PCT/SEO 1/0 1880 




5-Carboxy-2-cMoro-6i/-thieno[2,3-&] pyrrole (Method #10, lOOmg, 0.5mmol) was 
dissolved inDCM (10ml) containing HOBT (68mg, O.Smmol), DIPEA (193mg,L5mmol) and 
a-(3-pyridyl)phenethylainine dihydrochloride (J. Am. Chem. Soc., 1950, 72, 1988; 135mg, 
O.Smmol). EDAC (143mg,0.75mmol) was added and the mixture stirred at ambient 
temperature for 16 hours. The reaction mixture was diluted with ethyl acetate (50ml), water 
(20ml) was added and the pH adjusted to 7 with dilute hydrochloric acid. The organic fraction 
was separated washed with water and brine, dried over magnesium sulphate and concentrated. 
The crude material was purified by bond elute silica column chromatography (eluent - Ethyl 
acetate ) to give the title compound as a solid (128mg, 67%). 

NMR 3.0-3.2(2H,m); 5.2-5.3(lH,m); 7.05(lH,s); 7.1-7.2(2H,m); 7.2-7.4(5H,m); 7.8(lH,d); 
8:4(lH,d); 8.55-8.65(2H,m); 11.71(lH,s); m/z 381 

Example #131 

23-dicMoro-5-(A^a-(3-p\Tidyl)pfe 




5-carboxy-2,3-dichloro-4i^thieno[3,2-6]pyrrole (Method #9, 118mg, 0.5mmol) was 
dissolved in DCM (10ml) containing HOBT (68mg, O.Smmol), DIPEA (193mg,L5mmol), oc- 
(3-pyridy])phenethyl)amine dihydrochloride (J. Am. Chem. Soc., 1950, 72, 1988; 135mg, 
0.5mmol). EDAC (143mg,0.75mmol) was added and the mixture stirred at ambient 
temperature for 16 hours. The reaction mixture was diluted with ethyl acetate (100ml), water 
(20ml) was added and the pH adjusted to 7 with dilute hydrochloric acid. The organic fraction 
was separated washed with water and brine, dried over magnesium sulphate and concentrated. 
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The crude material was purified by bond elute silica column chromatography (eluent - Ethyl 
acetate ) to give the title compound as a solid (72mg, 34%) 

NMR 3.0-3.3(2H,m); 5.2-5.3(lH,m); 7.1-7.2(2H,m); 7.2-7.4(5H,m); 7.85(lH,dt); 8.4(lH,dd); 
8.6(lH,s); 8.75(lH,d); 12.28(lH,s); m/z 417 

5 

Example #132 

(■SV2-CMoro-5-{Ar-r tt-f3-phenvl-1.2.4-oxa& 
frlpyrrole 




10 • 5-Carboxy-2-chloro-6#-thieno[2,3-6] pyrrole (Method #10, 201mg, lmmol) was 

dissolved in DCM (15ml) containing HOBT (148mg, 1. lmmol), DIPEA (387mg,3mmol) and 
(S)-5 (a-aimnophenethyl)-3-phenyl-l,2,4-oxadiazole trifluoroacetate (Method #18, 379mg, 
lmmol). EDAC (238mg,1.25mmol) was added and the mixture stirred at ambient temperature 
for 16 hours. The reaction mixture was filtered and the filtrate diluted with DCM (50ml) 

15 washed with dilute hydrochloric acid and water. After drying over magnesium sulphate and 
concentration the crude material was purified by bond elute silica column chromatography 
(eluent - DCM/Ethyl acetate gradient 0-20%) to give the title compound (120mg, 26%); 
NMR 3.3-3.6(2H,m); 5.5-5.7(lH,m); 7.1(lH,s); 7.15-7.4(6H,m); 7.55-7.65(3H,m); 
8.05(2H,d); 9.05(lH,d); 1 1.9(lH,s); m/z 449 

20 

Example #133 

23-Dichloro-5-riV-fl-hvdroxvin dan-2-vDcarbamovl1-4//-thienor3.2-61pvrrole 
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5-Carboxy-2,3-dichloro-4//-thieno[3,2-6]pyrrole (Method #9, 329 mg, 1.4 mmol) was 
dissolved in DCM (20 ml) containing HOBT (189 mg, 1.4 mmol), DIPEA (0.5 ml, 2.8 mmol) 
and 2-aminoindan- 1 -ol (Method #36, 250 mg, 1.4 mmol). The reaction mixture was stirred 
for one minute and ED AC (306 mg, 1.6 mmol) was added. The reaction mixture was stirred at 
5 room temperature for approximately 18 hours. The resulting solution was washed with water 
(20 ml) and the aqueous layer extracted with DCM (2 x 20 ml). The organic extracts were 
combined, dried over magnesium sulphate and concentrated under reduced pressure to give 
the title compound as a white solid (70 mg, 14%). 

NMR: 2.8(lH,dd), 3.2(lH,dd), 4.4(lH,quin), 5.1(lH,d), 7.1(lH,s), 7.2-7.4(4H,m), 8.7(lH,d), 
10 12.4(lH,s); m/z 366 (M-H) 



Example #134 

23-DicMoro-5-W-(a£2SVl^^ 



15 



20 



25 




and 

Example #135 

23-DicMoro-5-ri\r-((7i^ 




2,3-DicMoro-5-[A^l-hydroxyindan^ 
(Example #133) was subject to preparative HPLC under the following conditions to give 2,3- 
dicMoro-5-[AK(7S;2S)-l-hy^ as a white 

solid (9 mg) and 2,3-dicmoro-5-[A^((7i?,2i?)-l-hydroxyindan-2-yl)carbamoyl]-4ff- 
thieno[3,2-6]pyrrole as a white solid (12 mg). 



Instrument 



P.E Series 200 system 1 
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Column 


Chiralpak AD (250mm x 4.6 mm) No.ADOOCE-AJ052 


niueni 


ivieuxi 


Oven Temperature 


Ambient 


Flow 


lml/min 


Wavelength 


254 nm 


Sample concentration 


lmg/ml in EtOH + sonication 



Example #136 

2<?Moro-54iV'-(l-hvdroxvindan-2-^ 




5 5-Carboxy-2-chloro-6,f/'-thieno[2,3-6]pyrrole (Method #10; 280 mg, 1.4 mmol) was 

dissolved in DCM (20 ml) containing HOBT (189 mg, 1.4 mmol), DIPEA (0.5 ml, 2.8 mmol) 
and 2-aminoindan- 1 -ol (Method #36, 250 mg, 1.4 mmol). The reaction mixture was stirred 
for one minute and EDAC (306 mg, 1.6 mmol) was added. The reaction mixture was stirred at 
room temperature for approximately 18 hours. The resulting solution was washed with water 
10 (20 ml) and the aqueous layer extracted with DCM (2 x 20 ml). The organic extracts were 
combined, dried over magnesium sulphate and concentrated under reduced pressure to give 
the title compound as a white solid (78 mg, 17%). 

NMR: 2.8(lH,dd), 3.2(lH,dd), 4.4(lH,quin), 5.1(lH,t), 5.6(lH,d), 7.1(lH,s), 7.2-7.4(5H,m), 
8.4(lH,d), 11.8(lH,s); m/z 331 (M-H) 

15 

Example #137 

2.3-Dichloro-5-riV-( 1 -hydroxy- 1 .2,3 ,4-tetrahvdronaphth-2-vltearbamovl1 -4ff-thienor3,2- 
Alpyrrole 




20 



5-Carboxy-2,3-dichloro-4^/-thieno[3,2-6]pyrrole (Method #9; 216 mg, 0.9 mmol) was 
dissolved in DCM (15 ml) containing HOBT (122 mg, 0.9 mmol), DIPEA (0.3 ml, 1.8 mmol) 



10 
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and 2-amino-l,2 l 3,4-tetrahydrona P hth-l-ol (Method #39, 150 mg, 0.9 mmol). The reaction 
mixture was stirred for one minute and EDAC (206 mg, 1.1 mmol) was added. The reaction 
mixture was stirred at room temperature for approximately 18 hours. The resulting solution 
was washed with water (20 ml) and the aqueous layer extracted with DCM (2x20 ml). The 
organic fractions were combined and concentrated under reduced pressure to give the title 
compound as a white solid (70 mg, 14%). NMR1.8(lH,m), 2.0(lH,qd), 2.9(lH,m), 
3.3(lH,qd), 4.4(lH,quin), 4.9(lH,m), 5.2(lH,s), 5.8(lH,brs), 6.8(lH,s), 7.0(lH,dd), 
7.1(lH,d), 7.2(lH,s), 7.5(lH,d) 10.1(lH,brs). 
m/Z380(M-H). 

Example #138 

2.3-Di(Moro-S-ry-i6-fluonv1-^^ 



25 




CI- 

.J 

O 

15 5-Carboxy-2,3-dichloro-4if-thieno[3,2-Z)]pyrrole (Method #9; 141 mg, 0.6 mmol) was 

dissolved in DCM (10 ml) containing HOBT (81 mg, 0.6 mmol), DIPEA (0.2 ml, 1.2 mmol) 
and2-amino-6-fluoro-l-indanol (Method #38, 100 mg, 0.6 mmol). The reaction mixture 
was stirred for one minute and EDAC (138 mg, 0.7 mmol) was added. The reaction mixture 
was stirred at room temperature for approximately 18 hours. The resulting solution was 

20 washed with water (20 ml) and the aqueous layer extracted with DCM (2x20 ml). The 
organic fractions were combined and concentrated under reduced pressure to give a white 
solid. Purification by flash column chromatography (Isohexane:ethyl acetate 1:1) gave the 
title compound as a white solid (70 mg, 14%). NMR 3.0(lH,dd), 3.3(lH,m), 4.6(lH,q), 
4.9(lH,t), 5.5(lH,d), 4.9(lH,m), 6.9-7.2(4H,m), 8.1(lH,d), 12.4(lH,brs); m/Z 383 (M-H) 



Exampje #139 

9 ^Dichloro-5-rAir7-™ethoxv-l ^^ 
thienor3.2-felpvrrole 
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5-Carboxy-2,3-dichloro-4//'-thieno[3,2-6]pyrrole (Method #9; 216 mg, 0.9 mmol) was 
dissolved in DCM (20 ml) containing HOBT (122 mg, 0.9 mmol), DIPEA (0.3 ml, 1.8 mmol) 
and 2-ainino-7-methoxy-l-oxo-l,2,3,4-tetrahydronaphtfaalene ((Farmaco, Ed. Sci.(1985), 
5 40(6) , 422-428), 204 mg, 0.9 mmol). The reaction mixture was stirred for one minute and 
EDAC (206 mg, 1.0 mmol) was added. The reaction mixture was stirred at room temperature 
for approximately 18 hours. The resulting solution was washed with water (20 ml) and the 
aqueous layer extracted with DCM (2x20 ml). The organic fractions were combined and 
concentrated under reduced pressure to give the title compound as a brown solid (100 mg, 
10 27%). NMR 3.0(lH,dd), 3.1(lH,dd), 3.3(2H,m), 4.8(lH,q), 5.8(lH,s), 6.9-7.2(4H,m), 
8.6(lH,d), 12.2(lH,brs); m/z 408 (M-H). 

Example #140 

23-DicMoro-5-rAf-( r 2-indanvl)c^ 



5-Carboxy-2,3-dichloro-4if-thieno[3,2-6]pyrrole (Method #9, 45 mg, 0.19 mmol) was 
dissolved in DMF (10 ml) with 2-aminoindan (28 mg, 0.21 mmol), di-isopropylethylamine 
(0.1 ml, 0.57 mmol) and HATU (80 mg, 0.21 mmol). The mixtures were stirred at ambient 
20 temperature for approximately 16 hours. The mixture was partitioned between water and 
ethyl acetate and was washed with water (x 5). The aqueous phase was dried, filtered and 
concentrated, and the residue purified by silica bond-elut chromatography using a gradient of 
ethyl acetate in iso-hexane (0-50%) as eluent to give the title compound, m/z 351. 

25 Following a similar procedure to the process of Example #140 the following 

examples were prepared: 



15 
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Example #141: 23-DicMoro-54Ar-(3-methvlisoxazol^ 
thieno r3 ,2-61pvrrole 

Example #142: 23-Dichloro-5-rN-(4-hydroxv- 1 , 1 -dioxotetrahvdrothiophen-3-vDcarbamovll- 
4#-thienor3,2-£lpvrrole 
5 Example #143: 23-dicMoro-5-(AMA^ 

vl)methvllcarbamovlmethvl)carbamovlMjy-tMenor3.2-&1pvn-ol^ 




Example 


R 


M/z 


#141 


NH 


329 i 


#142 


NH. _ n 


365 


#143 1 


0 


491 



1 Amine: Method #37 



10 

Example #144 

2-CMoro-5-rAT-(2-oxo-l,23,4-tet^^ 




5-Carboxy-2-chloro-6/f-thieno[2,3-6]pyrrole (Method #10; 101 mg, 0.5 mmol) was 
15 dissolved in DMF (2.5 ml) containing 3-amino-3,4-dihydro-2(l//)-quinolinone [J Med Chem 
(1986) 29 (12) 2427-32] (99 mg,0.5 mmol), HOBT (68 mg, 0.5 mmol) and Et 3 N (55 mg, 0,5 
mmol). The mixture was stirred for 1 minute before the addition of ED AC (96 mg, 0.5 mmol). 
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The mixture was stirred at ambient temperature for approximately 18 hours before being 
poured into water (50 ml), stirred vigorously and filtered. The recovered solid was washed 
with water, ether and dried to give the title compound as a amorphous solid.(161 mg). NMR 
(DMSOd 6 ): 11.96 (1H, s), 10.36 (1H, s), 8.50 (1H, d), 7.20 (2H, m), 7.19 (1H, s), 7.09 (1H, 
s), 6.96 (1H, m), 6.91 (lH,m), 4.72 (1H, m), 3.08 (2H, m); MH+ 346.14. 



Example #145 

2-Chloro-5-r.frm.2.3.4-tetrahvd r ^ 




H 

10 5-Carboxy-2-chloro-6Jy-tbieno[2,3-A]pyrrole (Method #10; 157 mg, 0.78 mmol) was 

dissolved in DMF (4 ml) containing 3-amino-l,2,3,4-tetrahydroquinoUne [J Med Chem 
(1982) 25 (1) 68-70] (115 mg, 0.78 mmol) and HOBT (105 mg, 0.78 mmol). The mixture was 
stirred for 1 minute before the addition of EDAC (149 mg, 0.78 mmol). The mixture was 
stirred at ambient temperature for approximately 64 hours before being partitioned between 

15 water and EtOAc. The organics were washed with water, saturated aqueous NaHC0 3 , water, 
saturated brine and dried. The organics were filtered, concentrated and chromatographed on 
Fluorochem silica 40-63^1 60A (eluent 40:60 EtOAc/isohexane) to afford the title compound 
as an amorphous solid (44 mg). NMR (DMSOd 6 ): 11.94 (1H, s), 8.04 (1H, d), 7.16 (1H, s), 
7.06 (1H, s), 6.90 (2H, m), 6.48 (2H, m), 5.8 (1H, br), 4.18 (1H, m), 3.05 (1H, t), 2.85 (2H, 

20 m); MH+ 332.17. 

Example #146 

9.(^1nro-5-rAm-methvl-2-oxo-1.23.4^^ 
ftlpvrrole 



25 
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5-Carboxy»2-chloro-6if-thieno[2,3^]pyrrole (Method #10; 80 mg, 0.4 mmol) was 
dissolved in DMF (2 ml) containing 3-amino-3,4-dihydro-l-carbostyril [JCS 1965 1080-1087] 
(71 mg, 0.4 mmol) and HOBT (54 mg, 0.4 mmol). The mixture was stirred for 1 minute 
before the addition of EDAC (77 mg, 0.4 mmol). The mixture was stirred at ambient 
5 temperature for approximately 18 hours before being partitioned between water and EtOAc. 
The organics were washed with water, saturated aqueous NaHCC>3, water, saturated brine and 
dried. The organics were filtered, concentrated and recrystalised from EtOAc to afford the title 
compound as an amorphous solid (66 mg). NMR 11.96 (1H, s), 8.54 (1H, d), 7.30 (2H, m), 
7.17 (2H, m), 7.08 (2H, m), 4.68 (1H, m), 3.32 (3H, s), 3.14 (1H, m), 3.04 (1H, m); m/z 
10 (MH +) 360.14 

Example #147 

2-CMoro-5-rAlG-oxo-23A5-tetra^^ 
%yrrole 



5-Carboxy-2-chloro-6/f-thieno[2,3-i]pyrrole (Method #10; 101 mg, 0.5 mmol) was dissolved 
in DMF (2.5 ml) containing 4-amino-l,2,4,5-tetrahydro-3H-2-benzazepin-3-one 
hydrochloride [CAS Reg No 148842-85-7] (107 mg, 0.5 mmol), HOBT (68 mg, 0.5 mmol) 
and Et 3 N (101 mg, 1.0 mmol). The mixture was stirred for 1 minute before the addition of 

20 EDAC (96 mg, 0.5 mmol), then at ambient temperature for approximately 18 hours before 

being partitioned between water and EtOAc. The organics were washed with water, saturated 
aqueous NaHC0 3 , water, saturated brine and dried; filtered and evaporated to afford the title 
compound as an amorphous solid (26 mg). NMR:11.92 (1H, s), 8.33 (1H, t), 8.29 (1H, d), 7.2 
(6H, m), 5.30 (1H, m), 4.83 (1H, dd), 3.98 (1H, dd), 3.20 (2H, m); m/z (MH +) 360.19. 

25 Example #148 

23-Dichloro-5-rAia-methoxvindan^ 



15 
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S-Carboxy^^-dichloro^-thienoIS^^pyrrole (Method #9, 145mg, 0.613mmol), 
/raw-2-amino-l-methoxyindan (Method #40, lOOmg, 0.163mmol), DIPEA (0.105ml, 
5 0.613mmol), and HOBT (83mg, 0.613mmol) was stirred in dichloromethane (5ml) for one 
minute. ED AC (147mg, 0.766mmol) was added and the mixture stirred at room temperature 
for 20 hours. The reaction mixture was evaporated, ethyl acetate (25ml) added and then 
washed with water. The organic solution was dried over magnesium sulphate and evaporated 
to give the title compound as a white powder (180mg, 77%). 
10 NMR2.8QH, dd), 3.3(1H, dd), 3.35(3H, s), 4.1-4.2(1H, m), 5.35-5.45(lH, m), 7.1-7.3(4H, m), 
7.15(1H, s), 8.7(1H, d); m/z 380.9/382.9 (M+H). 

Example #149 

23-Dichloro-5-W- ( l-\N-( 1 J-dimethvlethoxv)carbonvlamino1mdan-2-vl ) carbamovlV4/f- 
15 thienor3,2-61pvrrole 



S-Carboxy^^-dichloro^^thienotS^-^pyrrole (Method #9, 1.18g, 5.0mmol), (LR, 
2if)-2-amino-l-[(l,l-dimethylethoxy)carbonylamino]indan (Method #43, 1.25g, 5.0mol), 
DEPEA (0.855ml, S.Ommol), and HOBT (675mg, S.Ommol) was stirred in dichloromethane 
20 (50ml) for one minute. ED AC (1.2g, 6.25mmol) was added and the mixture stirred at room 
temperature for 20 hours. The reaction mixture was diluted with dichloromethane (50ml), 
filtered and dried to give the title compound as a pale green powder (1.95g, 85% ). 



NMR1.4(9H, s), 2.8(1H, dd), 3.2(1H, dd), 4.5-4.7(lH, m), 5.1-5.2(1H, m), 7.05-7.3(5H, m), 
7.4(1H, d), 8.6(1H, d), 12.4(1H, s). 




25 
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Example #150 

5-^-0 -Aminoindan-2-vl)carbamovlV^ 




2,3-Dichloro-5-(iV- { 1 -[( 1 ,1 -dimethylethoxy)carbonylaiiiino]indan-2-yI}carbamoyl)- 
5 4#-thieno[3,2-6]pyrrole (Example #149, l.Og, 2.15mmol) was dissolved in dichloromethane 
(20ml). Trifluoroacetic acid (2ml) was added and the mixture stirred at room temperature for 
24 hours. The reaction was filtered and the isolated solid washed with dichloromethane to 
give the trifluoroacetic acid salt of the title compound as a pale green powder (800mg, 78%). 
NMR3.05(1H, dd), 3.4(1H, dd), 4.6-4.85(2H, m), 7.2(1H, d), 7.3-7.45(3H, m), 7.55(1H, d), 
10 8.6(3H, broad s), 8.8(1H, d), 12.5(1H, s) 

Example #151 

S-riV^n-Acetamidoindan^-^ 

O 




15 Triethylamine (lOlmg, l.Ommol) was added to a suspension 5-[iV-(l-aminoindan-2- 

yl)carbamoyl]-2,3-dichloro-4//-thieno[3,2-6]pyrrole trifluoroacetic acid salt (Example #150, 
240mg, O.Smmol) in dichloromethane (4ml), followed by acetyl chloride (47mg, 0.6mmol) 
dissolved in dichloromethane (1ml) and the reaction stirred at room temperature for 6 hours 
during which a white solid precipitated. The reaction was filtered and the crude material 

20 purified by silica chromatography with hexane : ethyl acetate to give the title compound as a 
white solid (50mg, 25%). NMR 1.87(3H, s), 2.82(1H, dd), 3.22(1H, dd), 4.45-4.62(lH, m), 
5.38-5.5(lH, m), 7.02-7.27(4H, m), 7.1(1H, s), 8.35(1H, d), 8.59(1H, d), 12.36(1H, broad s); 
m/z 406.13/408.8 (M-H). 



25 Example #152 
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23-DicM(MO-5-W-rMme^ 



15 




5-Carboxy-2,3-dichloro-4/f-thieno[3,2-6]pyrrole (Method #9, 236mg, l.Ommol), 
(li?,2i?)-2-amino-l-methanesulphonamidoindan (Method #42, 226mg, l.Omol), D1PEA 

5 (0.174ml, l.Ommol), and HOBT (135mg, l.Ommol) was stirred in dichloromethane (10ml) for 
one minute. EDAC (240mg, 1.25mmol) was added and the mixture stirred at room 
temperature for 20 hours. The mixture was diluted with ethyl acetate, washed with water (2 x 
25ml), dried over magnesium sulphate and evaporated to give the tide compound as a foam 
(400mg, 90%). NMR2.84(1H, dd), 2.99(3H, s), 3.22(1H, dd), 4.44-4.64(lH, m), 4.89- 

10 5.0(1H, m), 7.14(1H, s), 7.16-7.36(4H, m), 7.84(1H, d), 8.64(1H, d), 12.43QH, broad s); mlz 
442.2/444.0 (M-H). 

Example #153 

7, ^-Dichloro-5-(^41-fmemvlanTinnMndan-2-vll carhamovll^^-thienor3,2-^lpyrrole 

2,3-Dichloro-5-[^'-(l-{A r -[(l,l-dimemylethoxy)carbonyl]-^memylarmno}ind 
yl)carbamoyl]-4if-thieno[3,2-6]pyrrole (Method #44, 900mg, 1.87mmol) in dichloromethane 
(20ml) treated with trifluoroacetic acid (2ml) at room temperature for 1 hour. Evaporation 
followed by co-evaporation with chloroform and drying gave the trifluoroacetic acid salt of 
20 the tide compound as a pale brown foam (850mg, 92%). NMR 2.75(3H, s), 3.02(1H, dd), 
3.5(1H, dd), 4.7-4.95(2H, m), 7.15(1H, s), 7.28-7.48(3H, m), 7.6(1H, d), 8.68(1H, d), 9.1(2H, 
broad s); m/z 380.4/382.4 (M+H). 




Example #154 

25 7,3-DicMoro-5-i^-ri-r^-met h vlace.tamido) i ndan-2-vllcarbamovll-4//-tmeno 
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23-Dicmoro-5-{#-[l-(methylamino)indan-2-yl]carbamoyl}^-thieno[3,2-i]pyrrok 
trifluoroacetic acid salt (Example #153, 390mg, 0.79mmol) in dichloromethane (5ml) at 5°C 
was treated with triethylamine (0.33ml, 2.37mmol) and acetyl chloride (68mg, 0.86mmol). 

5 After stirring at 5°C for 15 minutes the reaction was allowed to warm to room temperature and 
stirred for a further 2 hours. The mixture was diluted with ethyl acetate (25ml) and washed 
with saturated sodium bicarbonate and water. Drying over magnesium sulphate followed by 
evaporation gave the title compound as a pale brown foam (270mg, 80%). NMR: Indicates an 
approximate 1:1 ratio of rotamers of the title compound; 2.05(1.5H, s), 2.1(1.5H, s), 2.6(1.5H, 

10 s), 2.8Q.5H, s), 2.9-3.08(lH, m), 3.12-3.3(1H, m), 4.7-4.9(lH, m), 5.24(0.5H, d), 6.14(0.5H, 
d), 6.94-7.35(5H, m), 8.6(0.5H, d), 8.68(0.5H, d), 12.38(0.5H, broad s), 12.46(0.5H, broad s); 
m/z 421.9/423.9 (M+H) 

15 Preparation of Starting Materials 

The starting materials for the Examples above are either commercially available or are 
readily prepared by standard methods from known materials. For example the following 
reactions are illustrations but not limitations of the preparation of some of the starting 
materials used in the above reactions. 

20 

Method #1 

3-Chloro-5-methoxvcarbonvl-4//-thienor3. 2-&1pvrrole 




Methanolic sodium methoxide solution (28%) (5 ml, 25.9 mmol) was diluted with 
25 MeOH (5 ml) and was cooled to -25°C under nitrogen. A solution of 4-chloro-2- 
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thiophenecarboxaldehyde (J Heterocyclic Chem, 1976, 13, 393; 1.1 g, 7.5 mmol) and methyl 
azidoacetate (3.0 g, 26. 1 nunol) in MeOH (20 ml) was added dropwise, maintaining the 
temperature at -25°C. On completion of addition the solution was allowed to warm to 5°C 
over a period of approximately 16 hours. The solution was added to saturated aqueous 
5 ammonium chloride (250 ml) and the mixture was extracted using DCM. The combined 
organic layers were concentrated at 0°C. The residue was taken up in xylene (30 ml) and this 
solution was added dropwise to xylene (120 ml) under reflux. The solution was heated under 
reflux for 30 minutes before being cooled and concentrated. The title compound was purified 
by a mixture of crystallisation (EtOAc/isohexane) and chromatography on a Bond Elut 
10 column eluting with a graduated solvent of 5-50% EtOAc in isohexane (640 mg, 40%). NMR 
(CDC1 3 ) 9.1 (1H, br), 7.1 (2H, s), 3.9 (3H, s); m/z 214.3. 

Methods #2 - #4 

The following compounds were made by the process of Method #1 using the 
15 appropriate starting materials 



Meth 


Compound 


NMR (CDCI3) 


M/z 


#2 


H 0 


9.1 (1H, br), 7.0 (1H, s), 6.9 (1H, s), 3.9 (3H, s) 


214.2 


m 1 




9.2 (1H, br), 7.0 (1H, s), 3.9 (3H, s) 


248.2 


#4 2 


-ok 


9.4-9.2 (lH,br), 7.0(lH,s), 6.9(lH,s), 3.9 (3H, s) 


214 



1 Aldehyde: DE 2814798 

2 Aldehyde: Aldehyde ref. Gronowitz et al Tetrahedron Vol.32 1976 p. 1403 



Method #5 

20 jV-Benzvl-2-f/er/-butoxvcarbonvlamiTio) acetamidp. 
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iV-(/c/7-Butoxycarbonyl)glycine (875mg, 5mmol) was dissolved in DMF (7ml) 
containing DIPEA (3.5ml, 20mmol) and benzylamine (536mg, 5mmol). The mixture was 
allowed to stand for one minute before addition of ©-(T-Azabenzotriazol-l-yl)-^/^^^^ - 
tetramethyluronium hexafluorophosphate (HATU) (2.09g, 5.5mmol). The solution was 
5 allowed to stand for approximately 18 hours before being partitioned between ethyl acetate 
(50ml) and water (50ml). The layers were separated and the organic phase dried using 
magnesium sulphate, filtered, concentrated and purified using bond-elute silica column 
chromatography (eluent: dichloromethane-dichloromethane/methanol 5% gradient) to afford 
the title compound as an oil (1.32g, quantitative). 
10 NMR: (CDC1 3 ): 7.2 (5H, m), 6.3(1H, br), 5.0(1H, br), 4.4(2H, d), 3.8(2H, d), 1.4(9H, s); m/z 
265.4 

Method #6 

2-Amino-AT-benzvlacetamide 

15 




To a solution of A^benzyl-2-(/er/-butoxycarbonylamino)acetamide (Method #5 , 1.1 8g, 
4.47mmol) in dichloromethane (6ml) at 0°C was added dropwise, trifluoroacetic acid (2.4ml) 
and the resulting solution allowed to stir wanning to room temperature overnight. The 

20 reaction mixture was neutralised by addition of saturated sodium bicarbonate solution and 
extracted with dichloromethane. The combined organic phases were dried over magnesium 
sulphate, filtered, concentrated and purified by bond-elute SCX column chromatography 
(eluent: methanol/dichloromethane (1:1) then methanol/dichloromethane (l:l)/ammonia5%) 
to afford the title compound as an oil (215mg, 29%). 

25 NMR: (CDC1 3 ): 7.2(6H, m), 4.4(1.4H,d), 4.3(0.6H,d), 3.4(2H, br); m/z 165.17 



Method #7 

5"Carboxv-3-chloro-4//-thienor3,2-61pvrrole 
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3-Chloro-5-methoxycarbonyMi/4hieno[3,2-6]pyrrole_(Method #1; 0.61 g, 2.83 
mmol) was taken up in MeOH (10 ml) and was heated under reflux. Aqueous lithium 
hydroxide (2.0 M, 3.0 ml, 6.0 mmol) was added portionwise over 45 minutes. The mixture 
5 was heated under reflux for 30 minutes before being cooled and concentrated. Water (20 ml) 
was added and the solution was neutralised using aqueous hydrochloric acid (2.0 M, 3.0 ml). 
The solution was extracted using EtOAc, and the combined organic layers were concentrated 
to afford the title compound as a yellow solid (0.57 g, 100%). NMR: 12.4 (1H, br), 7.4 (1H, 
s),7.0(lH, s); m/z 200.3. 

10 

Methods #8 -#10 



The following compounds were made by the process of Method #7 using the 
appropriate starting materials. 



Meth 


Compound 


NMR 


M/z 


SM 


#8 




1 1.9 (1H, br), 7.0 (1H, s), 6.9 (1H, s) 


200.1 


Method #2 


#9 




7.0 (1H, s) 


234.2 


Method #3 


#10 




NMR 12.6-12.7 (1H, b), 12.0-12.1 
(lH,b),7.15(lH,s), 6.9(lH,s) 


183 


Method #4 



15 

Method #11 

23-Dicliloro-5-rA^-fethoxvcarbonvlmethvl)carbamovll-4/f-tMenor3.2-61pvrrole 
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5-Carboxy-2,3-dichloro-4i/-thieno[3,2-6]pyrrole (Method #9, 4.0g 16.95mmol) was 
added to a solution of glycine ethyl ester hydrochloride (2.60g, 18.64mmol) and DffEA in 
dichloromethane (200ml) followed by HOBT (2.29g, 16.95mmol). The solution was stirred 
5 under nitrogen for 15 minutes before the addition of ED AC (3.89g, 22.03mmol). The mixture 
was stirred at ambient temperature for approximately 16 hours. The resultant white precipitate 
was isolated by filtration, washed with water and ether and dried. (4.79g, 88%). 
NMR: 12.45 (lH.br), 8.75 (1H, t), 7.1 (1H, s), 4.1 (2H, q), 4.0 (2H, d), 1.2 (3H, t); m/z 321.2 



10 Method #12 

5-(A^CarboxvmethvlcarbamovlV2,3-dichloro^iJ-thienor3.2-Z?1pvrrole 




2N Sodium hydroxide solution (14.3ml, 28.7mmol) was added to a suspension of 2,3- 
dicMoro-5-[AKethoxycarbonylmethyl)^ (Method #11, 

15 4.60g, 14.33mmol) in tetrahydrofuran (THF) (100ml). The resultant solution was stirred at 

room temperature for one hour. The reaction mixture was concentrated 'in vacuo', the residue 
diluted with water (250ml), the solution adjusted to pH=2 by addition of 2N Hydrochloric 
acid, and then extracted with ethyl acetate (3x150ml). The organic extracts were combined, 
dried over sodium sulphate then filtered and concentrated to give a white powder (3.34g, 

20 80%); NMR: 12.6 (lH,br), 12.4 (1H, br), 8.6 (1H, t), 7.1 (1H, s), 3.9 (2H, d); m/z 291.17 



Method #13 

iV-(2-CvanoethvlV 7V-phenvl-2-( fe^butoxvcarbonvlamino)acetamide 
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-95 



'J 



By a similar procedure to Method #5 the title compound was prepared using 
anilinopropionitrile to give a clear oil (598mg, 39%); NMR: (CDC1 3 ): 7.4(3H, m), 7.2(2H, 
m), 5.2(1H, br), 3.9(2H, t), 3.6(2H, d), 2.6(2H, t), 1.3(9H, s); m/z 304.51 

5 

Method #14 

2-Ainino-A^('2-cvanoethvlVA/'-phenvlacetamide 



X) 



i 

By a similar procedure to Method #6 the title compound was prepared using JV-(2- 
10 cyanoethyl)- A L phenyl-2-(^^butoxycarbonylamino)aeetamide (Method #13) to give a clear 
oil (222mg, 60%); NMR: (CDC1 3 ): 7.4(3H, m), 7.2(1H, d), 7.1(1H, d), 3.9(2H, t), 3.1( 
1.33H, s), 3.0(0.67H, s), 2.65(1.33H, t), (0.67H, t); m/z 204.31 



Method #15 

15 A^(2-Amino-2-(24hiazolvl)lethvl^ 




2-Bromothiazole (6.9 g, 42.0 mmol) was dissolved in dry diethyl ether (15 ml) and 
was added dropwise to butyl lithium (1.6 M, 29.7 ml, 47.5 mmol) in diethyl ether (40 ml) at 
-70°C. The mixture was stirred at -70°C for 30 minutes before the addition of a cold solution 
20 of ethyl 2-(A^methylmethanesulphonamido)acetate (Ger Offen, 1976, 27pp; 7.6 g, 39.0 
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mniol) in dry THF (70 ml). The solution was stirred for a further 30 minutes at -70°C before 
being allowed to warm to ambient temperature. Aqueous ammonium chloride (10%, 200 ml) 
was added and the solution was extracted using diethyl ether. The aqueous layer was acidified 
and re-extracted using diethyl ether. The combined organic layers were dried, filtered and 
5 concentrated under reduced pressure. The residue (5.30 g, 22.6 mmol) was dissolved in 
ethanol (100 ml) containing pyridine (18 ml) and hydroxylamine hydrochloride (1.88 g, 27.1 
mmol). The mixture was heated under reflux in an inert atmosphere for 2.5 hours before being 
cooled and concentrated under reduced pressure. The residue was suspended in water and 
cooled to 0°C. The mixture was acidified to pH 4 using aqueous hydrochloric acid (2.0 M). A 
10 solid precipitated out of solution and was filtered off and washed with water. The product was 
dried under reduced pressure in the presence of phosphorous pentoxide. The dry solid (4.34 g, 
17.4 mmol) was dissolved in acetic acid and 5% rhodium on carbon (40% w/w, 1.7 g) was 
added. The solution was agitated under an atmosphere of hydrogen at 5 bar for 48 hours. The 
reaction vessel was flushed free of hydrogen using inert gas and the solution was filtered 
15 through celite. The filtrate was concentrated under reduced pressure. The residue was 

suspended in ethanol and cooled to 0 °C. Aqueous hydrochloric acid (5.0 M) and ethanol (50 
ml, 1:1) was added and the mixture was stirred for 30 minutes. A white precipitate was 
filtered off to afford the title compound (3.16 g) as the hydrochloride salt. 

20 Method #16 

gatyj (■^-S-fn- a minnp h ft n ft thvlVl.3.4-o vadi a 7.o1e-2-carboxv1atetrifluoroacetate 



H 2 N 

Ethyl (^-5-[D-[(/erf-butoxycarbonylanuno)phenemyl]-l,3,4-oxadiazole-2- 
carboxylate, (Borg et al. J. Org. Chem. 1995, 60, 3112; 350mg) was dissolved in 
25 trifluoroacetic acid (5ml. ) and allowed to stand at ambient temperature for 1 hour. The 
reaction mixture was concentrated and dried under vacuum to give a glassy solid (322mg) 
NMR 1.75(3H,t); 3.2-3.4(2H,m); 4.4(2H,q); 5.2(lH,t); 7.1-7.4(5H,m); 8.8-9.2(3H,bs) 
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Method #17 

23-DicMoro-5-(AT-F(2-pte^ 




2-PhenyM,3-dioxolan-2-ylmethylamine hydrochloride (65 mg, 0.3 mmol) and 5- 
5 carboxy-2,3-dichloro-4i/-thieno[3,2-&]pyrrole (Method #9; 71 mg, 0.3 mmol) were dissolved 
in DCM (10 ml) containing DIPEA (175 ml, 1.0 mmol) and HOBT (40 mg, 0.3 mmol). The 
mixture was stirred for one minute before the addition of ED AC (75 mg, 0.39 mmol). The 
solution was stirred at room temperature for approximately 18 hours. The mixture was 
concentrated and chromatographed on a Bond Elut column eluting with 20% - 40% EtOAc in 
10 isohexane. The title compound was isolated as a white solid (100 mg). NMR: 12.4 (1H, s), 8.2 
(1H, s), 7.2 (1H, s), 4.0 (2H, m), 3.7 (2H, m), 3.6 (2H, d); m/z 395.2. 



Method #18 

(iS^-S-rD-AminophenethyD-S-phenvl-l^^oxadiazole trifluoroacetate 




BOC-Phenylalanine (614mg, 2.32mmol) was dissolved in DCM (20ml) cooled with 
ice/water and dicyclohexyl carbodiimide (239mg, 1.16mmol) added. After stirring at 0-5°C 
for 1 hour the reaction mixture was filtered and concentrated in vacuo. Phenylamidoxime 
(104mg,0.77mmol) and pyridine (10ml) were added and the mixture heated to reflux for 2 
20 hours. The reaction mixture was then evaporated to small volume, dissolved in ethyl acetate, 
washed with dilute citric acid, saturated sodium bicarbonate, water and brine, dried with 
magnesium sulphate and evaporated to give a crude product which was purified by 
chromatography on silica gel (eluted with Hexane/ ethyl acetate 4:1) to (S)-5-[D-(terf- 
butoxycarbonylamino)phenethyl]-3-phenyl- 1 ,2,4-oxadiazole (274mg). 
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NMR 1.2-1.4 (9H,s), 3.1-33 (2H,m); 5.1-5.2(lH,m); 7.2-7.3(5H,m); 7.5-7.6(3H,m); 
7.8(lH,d); 7.95-8.05(2H,m); m/z 364 

(iS)-5-[D-(re^Butoxycarbonylamino)phenethyl]-3-phenyl-l,2,4~oxadiaz (274mg) 
5 was dissolved in trifluoroacetic acid (5ml) and stirred at ambient temperature for 2 hours. 
After evaporation and drying under vacuum the title compound was obtained as a pale yellow 
solid (232mg). NMR 3.2-3.5(2H,m); 5.15(lH,t); 7.1-7.3(5H,m); 7.4-7.6(3H,m); 7.9(2H,d); 
9.0(3H,s); m/z 266 



10 Method #19 

3-fliy-Tetrazol-5-Yl)p rnpylflminft 




4-{[(Phenylacetyl)oxy]amino}butanamide (J. Biol. Chem. t 1971, 246, 6683) (16 g) 
was dissolved in dry pyridine (150 ml) and the solution was cooled to -10°C. A solution of 

15 POCl 3 (8.1 ml) in DCM (16.5 ml) was added dropwise over 30 minutes. The mixture was 

stirred at ambient temperature for 1 hour before being diluted with water until the pH reached 
5. The solution was extracted using EtOAc. The combined organic layers were washed with 
dilute aqueous hydrochloric acid and water before being dried, filtered and concentrated. The 
resulting solid (9.2 g, 42.8 mmol) was dissolved in dry DMF (30 ml) and the solution was 

20 heated on a steam bath for 2 hours. Ammonium chloride (2.22 g, 41.5 mmol) was added to the 
hot solution along with sodium azide (2.68 g, 56.3 mmol). The mixture was cooled and left to 
stir for over 48 hours. The solution was filtered and basified to pH 8 using aqueous potassium 
bicarbonate. The aqueous layer was washed using EtOAc before being acidified using dilute 
aqueous hydrochloric acid. A white solid was fdtered off. This solid (3.0 g, 1 1.5 mmol) was 

25 dissolved in acetic acid (50 ml) and water 5 ml. Palladium on charcoal (5%, 400 mg) was 
added and the solution was shaken under an atmosphere of hydrogen for 6.5 hours. The 
suspension was filtered and washed with acetic acid. The filtrate was concentrated and dried. 
The residue was treated with iso-propanol and the title compound was filtered off as a white 
solid (1.37 g,94%). 
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Method #20 

2-Amino-A^f2-hvdroxv-3"phenoxvpropvI)acetamide 




JV-Benzyloxycarbonylglycine (2.09 g) was dissolved in toluene (40 ml) and DMF (5 
5 drops). Oxalyl chloride (1.3 ml) was added and the mixture was stirred at ambient temperature 
for 2 hours. The solution was diluted with diethyl ether (25 ml) and was added dropwise to a 
solution of l-amino-3-phenoxy-2-propanol (1.67 g) in diethyl ether (25 ml). Sodium 
hydroxide (0.4 g) was dissolved in water (1.5 ml) and was added to the mixture. The solution 
was stirred for greater than 48 hours before being filtered. The sticky solid isolated was added 

10 to saturated aqueous sodium bicarbonate (100 ml) and was stirred for 15 minutes before being 
filtered. The solid was recrystallized from an EtOAc/petrol mixture. This resulting compound 
(650 mg) was dissolved in MeOH (10 ml) and palladium on charcoal (5%, 50 mg) was added 
along with acetic acid (1 ml). The solution was stirred under an atmosphere of hydrogen for 4 
hours before being filtered. The filtrate was concentrated to afford an oily residue. The residue 

15 was recrystallized from EtOH/diethyl ether mixture to afford the title compound (200 mg). 

Method #21 

2-Amino-Af-f3-methvlisothiazol-5-vlkcetamide 




20 N-/-Butoxycarboylglycine (1.92 g, 1.1 mmol) was dissolved in dry EtOAc (20 ml) and 

the solution was cooled to -25°C. N-Methyl morpholine (1.1 g, 1.1 mmol) was added and the 
mixture was stirred for 2 minutes before the addition of ethyl chloroformate (1.08 g, 1.0 
mmol). A white solid precipitated from solution. A suspension of 5-amino-3- 
methylisothiazole hydrochloride (1.5 g, 1.0 mmol) was added in triethylamine (1.01 g, 1.0 

25 mmol) and dry EtOAc (10 ml). The mixture was stirred at ambient temperature for 17 hours 
before being filtered. The filtrate was concentrated and the residue was purified by flash 
column chromatography, using diethyl ether as eluent. The residue (271 mg, 0.1 mmol) was 
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dissolved in EtOAc (3 ml). Ethanolic HC1 (1 ml) was added and the mixture was stirred at 
ambient temperature for 2.5 hours. The title compound precipitated as a white solid and was 
isolated by filtration (220 mg, 92%). 

5 Method #22 

2-(?vridazin-3-vloxv)ethvlamine 

Ethanolamine (6.0 ml) was suspended in dry xylene (100 ml) and the mixture was 
stirred at ambient temperature with sodium hydride (3 g). After 20 minutes the solution was 

10 cooled to 0°C. 3,6-Dichloropyridazine (15.0 g) was added. The solution was warmed to 

ambient temperature and was stirred for 15 hours before being extracted with chloroform. The 
chloroform was concentrated and the residue was taken up in EtOAc before being filtered. 
Ethanolic HC1 was added and a white solid was filtered off. This compound (550 mg) was 
dissolved in MeOH (130 ml) and palladium on charcoal (5%, 200 mg) was added. The 

15 suspension was stirred under an atmosphere of hydrogen for 6 hours before being filtered. The 
filtrate was concentrated and the residue was triturated using diethyl ether. The tide compound 
was isolated as a white solid (340 mg). 

Method #23 

20 l-(2-Aminoethvl)imidazolidine-2,4-dione 




Ethylene diamine (30 ml) was dissolved in DCM (130 ml) with di-/-£utyl dicarbonate 
(13.5 g). The mixture was stirred at ambient temperature for 30 minutes before the solvent 
was decanted off. The residue was washed with water and dried. The product (6. 1 g) was 
25 dissolved in ethanol (15 ml). Chloroacetic acid (5.77 g) solution in aqueous sodium hydroxide 
(1 M, 61 ml) was added drop wise, followed by more aqueous sodium hydroxide (1 M, 31 ml). 
The mixture was stirred for 17 hours before being washed with diethyl ether. Benzyl 
chloroformate (5 g) was added to the aqueous phase and the mixture was stirred at ambient 
temperature for 4 hours. The solution was washed with diethyl ether and the aqueous layer 
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was acidified using aqueous citric acid (30%). The solution was extracted using EtOAc. The 
combined organic layers were washed with brine, then water before being dried, filtered and 
concentrated. The residue was triturated using diethyl ether/petrol mixture and the required 
intermediate was isolated as a white solid. Following repeated procedure on a larger scale, this 

5 solid (28 g) was dissolved in ethanol (250 ml) containing palladium on charcoal (10%, 4.6 g). 
The suspension was stirred under an atmosphere of hydrogen until the reaction was complete. 
The mixture was filtered and the filtrate was concentrated. The residue (3 g, was treated with 
potassium cyanate (1.3 g) in water (30 ml) and the mixture was heated under reflux for 2 
hours. An excess of concentrated hydrochloric acid was added and the mixture was heated for 

10 a short time before being concentrated. The residue was taken up in water (50 ml) and was 
loaded onto basic Amberlite® IRA resin. The resin was washed with water until the eluent 
. was found to be neutral. Dilute aqueous hydrochloric acid was used to elute the crude product 
from the resin. The acidic fractions were concentrated and the residue was triturated with 
ethanol. The title compound was isolated as orange crystals (950 mg). 



15 



Method #24 

jV-(4-AminobutvrvDmethanesulphonamide 

4-Phthalimidobutyryl chloride (J. Am. Chem. Soc, 1981, 103, 6750) (1.27 g) was 
20 heated with methane sulphonamide (480 mg) at 100°C for 15 min under argon. The mixture 
was cooled and left to stand for 17 hours. The residue was triturated with ethanol to afford the 
required intermediate. The solid (4 g) was treated with potassium hydroxide (75 g) in water 
(100 ml) at ambient temperature for 2 hours. Concentrated hydrochloric acid was added until 
the pH of the solution reached 9. The solution was extracted using EtOAc. The combined 
25 organic layers were concentrated and the residue was triturated using diethyl ether/petrol 
mixture and filtered. The residue (5.7 g) was taken up in water (150 ml) and dilute 
hydrochloric acid (1 M) was added until the pH reached 1. The mixture was heated on a steam 
bath for 1 hour before being cooled and extracted using EtOAc. The aqueous phase was 
concentrated and the residue was triturated using EtOAc/ethanol mixture to afford the title 
30 compound (1.5 g). 
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Method #25 



2-r3-(2-Aminoethoxv)phenvHacetamide 




•o 



10 



15 



20 



3-Hydroxyphenylacetic acid (30.4 ml) was dissolved in MeOH (160 ml). Concentrated 
sulphuric acid (1.6 ml) was added and the mixture was heated under reflux for 6 hours. The 
mixture was concentrated to low bulk before the addition of toluene (120 ml). The mixture 
was washed with water, saturated aqueous sodium bicarbonate and brine. The combined 
organic layers were reduced in volume by one half before being stirred with ammonia solution 
(180 ml) for 16 hours. The mixture was concentrated and filtered. The solid was washed with 
water and was dried. The residue (24 g) was dissolved in MeOH (400 ml) with 1,2- 
dibromoethane (20 ml) and sodium hydroxide (6 g). The solution was heated under reflux for 
36 hours before being concentrated. The residue was partitioned between water and EtOAc. 
The organic phase was separated and concentrated. This residue was purified by medium 
pressure liquid chromatography, using 5% MeOH in DCM as eluent. The purified ■ 
intermediate (7.5 g) was dissolved in ethanol (300 ml) with ammonia solution (500 ml). The 
reaction vessel was sealed and the mixture was stirred at ambient temperature for 6 hours 
before being allowed to stand for 2.5 days. The solution was concentrated and the residue was 
purified using medium pressure liquid chromatography, using 25% MeOH in DCM as eluent, 
to afford the title compound (4.1 g). 

Method #26 

f rrg«j)"4-Amino-5-hvdroxv- 1 .3 .4.5-tetrahvdro-2#- 1 -benzazepin-2-one 




Anhydrous toluene (33 ml) and ethanol (2.2 ml) were heated with potassium (0.3 g) 
until all the metal has dissolved. 3,4-Dihydro-,liy-l-benzazepine-2,5-dione (J. Org, Chem., 
1972, 37, 208) (1 1.6 g) was added and the mixture was heated under reflux for 2 minutes 
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before being cooled to ambient temperature. Butyl nitrite (1.7 ml) was added and the mixture 
was stirred for 4 hours before being left to stand for 3 days. The solvent was decanted and the 
residue was passed down a Fluorisil® column, using 5% MeOH in chloroform as eluent. The 
product (1.0 g) was dissolved in water (40 ml) and MeOH (14 ml) containing palladium on 
charcoal (5%, 500 mg). The mixture was stirred under an atmosphere of hydrogen for 1 hour. 
The mixture was filtered and the filtrate was concentrated. The residue was recrystallized 
using ethanol to afford the title compound. 

Method #27 

(2R.5S)- 2-Aminomethvl-5-( 1.3-benzodioxol-5-viy 4-methvlmorpholine 



A solution of l-(l,3-benzodioxol-5-yl)-2-(methylamino)ethanol (Synthesis, 1979, 423) 
(28.65 g) and oxirane-2-carboxamide (Bull Chem. Soc. Jpn., 1989, 62, 3202) (14.0 g) in 
ethanol (500 ml) was heated under reflux for 1.5 hours. The solution was concentrated and the 
residue was triturated using diethyl ether. A white powder was filtered off. This product (3.0 
g) was added portionwise to trifluoroacetic acid (30 ml) at ambient temperature. The solution 
was stirred for 45 minutes before being concentrated. The residue was basified using saturated 
aqueous sodium bicarbonate. The mixture was filtered and the filtrate was concentrated. The 
residual oil was purified by flash column chromatography, using a gradient of MeOH in 
EtOAc as eluent, to afford both cis- and trans- isomers of the required intermediate. The 
trans- isomer (1.6 g) was dissolved in dry diethyl ether (180 ml). The solution was heated 
under reflux using Soxhlet equipment with lithium aluminium hydride (2.0 g) for 16 hours. 
The solution was cooled and water (2 ml) was added with sodium hydroxide solution (3 M, 2 
ml), followed by more water (6 ml). The metal residues were removed by filtration and the 
filtrate was extracted using DCM. The combined organic layers were dried, filtered and 
concentrated. The residue was triturated using ethanol to afford the title compound as a white 
solid. 



\ 




Method #28 

A^Methvl-A^phenvl^-rrgyY-butoxvcarbonvlaminolacetamide 
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By a similar procedure to Method #5 the title compound was prepared using AT-memylaniline 
to give a pale orange oil (771mg, 58%); NMR. (CDC1 3 ): 7.4 (3H, m), 7.1(2H, m), 5.3(1H, 
br), 3.6(2H, br), 3.2(3H, s), 1.4(9H, s); m/z 265.42 

5 

Method #29 

^-Rp.n 7 y1-Ar-phenvl-2-f^^butoxvcarb ^Yl^in^acetamide 



By a similar procedure to Method #5 the title compound was prepared using N- 
10 benzylmethylamine to give a yellow oil (670mg, 48%); NMR: (CDCI3): 7.2 (5H, m), 

5.5(1H, br), 4.6 (1.33H, s), 4.4(0.67H, s), 3.9(2H, br), 2.9(1H, s), 2.8(2H, s), 1.4(9H, s); m/z 
279.50 

Method #30 

15 9.- ATnmo-jV-methvl-jy-ph envlacetamide 



H 2 N 



By a similar procedure to Method #6 using ^-methyl-7V-phenyl-2-(fert- 
butoxycajbonylamino)acetanude(Memod#28)meWfecom^Wwa S prepared to give the 
title compound as a clear oil (23 lmg, 56%); NMR: (CDCI3): 7.3(3H, m), 7. 1(2H, d), 3.2(3H, 
20 s), (2H, br); m/z 165.17 



Method #31 

7-Aminn-jV-methvl-jV-benzvlacetamide 
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By a similar procedure to Method #6 using N-benzyl--N-phenyl-2-(terf- 
butoxycarbonylamino)acetamide (Method #29) the title compound was prepared to give the 
title compound as a clear oil (256mg, 73%); NMR: (CDC1 3 ): 7.3(5H, m), 4.6(1.33H, s), 
4.4(0.67H, s), 3.4(2H, br), 2.95(1.33H, s), 2.8(2.34H, s), (1.33H, s); m/z 179.23 

Method #32 

Methyl f^-S-fa-aipinophenethvDoxazole^carboxvlate trifluoroacetate 



Methyl (5)-5-[ □ -(^rr-butoxycarbonylamino)phenethyl]-oxazole-4-carboxylate, (Tett. 
Lett., 1982, 23, 235; 417mg) was dissolved in trifluoroacetic acid (3ml) and stood at ambient 
temperature for 1 hour and concentrated to give an oil. Trituration with diethyl ether gave the 
title compound as a white solid. (281mg); NMR 3.1-3.25(lH,m); 3.3-3.4(lH,m); 3.7(3H,s); 
5.2-5.3(lH,m); 7.05(2H,d); 7.2-7.3(3H,m); 8.7(lH,s); 8.75-8.85(3H,bs) 

Method #33 

3-Aminomethvl-4-phenvlisoxazole 



4-Phenylisoxazole-3-carboxylic acid ethyl ester (JOC 50 13 2372 1983; 404mg, 
1.86mmol) dissolved in THF 10ml under nitrogen was treated with 2M lithium borohydride in 
THF (1.86ml, 3.72mmol). The resultant mixture was stirred at 0C for 5hours, then allowed to 
warm to room temperature overnight. 1M acetic acid was added dropwise till effervesence 
ceased, a further 20 ml of water was added and the resultant solution extracted with ethyl 
acetate (3x20 ml), the organic extracts were washed with saturated sodium bicarbonate 
solution (10ml) and saturated brine (10ml), dried with anhydrous magnesium sulphate and 



N 
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evaporated to dryness under reduced pressure to give 3-hydroxymethyl-4-phenylisoxazole 
(295mg); NMR (CDC13) : 4.9(2H,d), 7.3-7.5(5H,m), 8.5(lH,s) 
m/z 176 (M+H) 

5 3-Hydroxymethyl-4-phenylisoxazole (295mg,1.68mmol) was dissolved in THF 5ml 

under nitrogen together with phthalimide (292mg, L68mmol) and triphenylphosphine 
(440mg, 1.68mmol), the resultant stirred solution was cooled to 0C and treated with DIAD 
(330ul,L68mmol) dropwise over 30 mins, then allowed to warm to room temperature 
overnight. After evaporation to dryness the mixture was purified by chromatography on a 20g 

10 Bond Elute silica column eluting with 1:1 DCM:hexane to give 4-phenyl-3- 

phthalimidomethylisoxazole (316mg): m/z 305 (M+H). This was dissolved in methanol 3ml, 
treated with hydrazine hydrate (1 14ul, 2.4mmol) and refluxed for 30 mins. The resultant 
suspension was filtered, the solid washed with ethanol (2x5ml) and the filtrate then 
evaporated to dryness, this residue was taken up in 2N HC1 and any insoluble material again 

15 removed by filtration. The filtrate was basified with saturated sodium bicarbonate and 

extracted with ethyl acetate (3x1 0ml), the combined organic extracts were washed with water 
(5ml) and saturated brine (5ml), then dried over magnesium sulphate and evaporated under 
reduced pressure to give 3-aminomethyl-4-phenylisoxazole (130mg); NMR (CDC13) : 
4.1(2H,s), 7.3-7.5(5H,m), 8.4(lH,s); m/z 175 (M+H) 

20 

Method #34 

2-f2-r2-morpholinoethoxv)phenvnethy 1amine 




25 



2-(2-Hydroxyphenyl)ethylamine (L73g, lOmmol) dissolved in DCM 60ml was treated 
with a solution of sodium bicarbonate (1.68g, 20mmol) in water, the emulsion was stirred 
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vigorously in an ice bath and benzyl chloroformate (1.785g, lO.Smmol) was added dropwise 
over 10 mins and the mixture was stirred overnght at room temperature. 
The DCM phase was removed and the aqueous phase extracted with DCM (2x20ml). The 
combined organics were then dried over magnesium sulphate and evaporated under reduced 
5 pressure, the product was purified by chromatography on 20g silica bond elute, eluting with 
DCM to give^-(benzyloxycarbonyl)-2-(2-hydroxyphenyl)ethylaniine (1.4g); NMR (CDC13) : 
2.8(2H,q), 3.4(2H,q), 5.1(3H,m), 6.4(lH,s), 6.8(2H,m), 7.1(2H,m), 7.3-7.4(5H,m) 

A^(Benzyloxycarbonyl)-2-(2-hydrox5rphenyl)ethylamine (542mg, 2mmol) dissolved in 
10 DMF 5ml was treated with potassium carbonate (325 mesh, 350mg, 2.5mmol) and 2- 
chloroethyl p-toluenesulphonate (484ul,2.6mmol) and the mixture was stirred at 60C 
overnight. After cooling, water 10ml was added and the mixture extracted with diethyl ether 
(3x20ml) dried over magnesium sulphate and evaporated under reduced pressure, the product 
was purified by chromatography on 20g silica bond elute, eluting with DCM to give N- 
15 (benzyloxycarbonyl)-2-[2-(2-chloroethoxy)phenyl]e%lamme(450mg); NMR (CDC13) : 
2.9(2H,q), 3.5(2H,m), 3.8(2H,m), 4.2(2H,m), 4.9(lH,b), 5.1(2H,s), 6.8(lH,d), 6.9(lH,t), 
7.1(2H,m), 7.3-7.4(5H,m) HPLC ffichrome C18 column Acetonitrile/water/0.1%TFA 5-95% 
over 7.5 min Rt 4.98min 

20 iV-(Benzyloxycarbonyl)-2-[2-(2-chloroethoxy)phenyl]ethylamine (1 lOmg, 0.33mmol) 

dissolved in NMP 3ml was heated with morpholine (174ul, 2mmol) at 80C overnight. Water 
(5ml) was added and the mixture extracted with ethyl acetate (30ml), the organic phase was 
washed with water (2x5ml) dried over magnesium sulphate and evaporated under reduced 
pressure to give A^-(benzyloxycarbonyI)-2-[2-(2-morpholinoethoxy)phenyl]ethylamine 

25 (143mg); NMR (CDC13) : 2.5(4H,q), 2.8(4H,m), 3.4(2H,q), 3.7(4H,q), 4.1(2H,t), 5.0(2H,s), 
5.3(lH,b), 6.8(2H,m), 7.1(lH,d), 7.2(lH,t), 7.3-7.4(5H,m) HPLC ffichrome C18 column 
Acetonitrile/water/0.1%TFA 5-95% over 7.5 min Rt 3.73min m/z 385 (M+H) 

A^(Benzyloxycarbonyl)-2-[2-(2-morpholinoethoxy)phenyl]ethylamine(143mg) 
30 dissolved in methanol was treated with 10% palladium on carbon and hydrogenated for 2 
hours. The solid was removed by filtration, washed with methanol (2x2ml), the filtrate 
evaporated under reduced pressure and azeotroped twice with toluene to give the title 
compound (83mg) m/z 251 (M+H), which was used directly in the next step. 
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Method #35 

MethvI2-r2-(^-aminoethv 1)r'hp.nnxv1acetate 



20 




5 jv.(B e i^loxycarbonyl>2-(2-hydroxyphenyl)ethyi™ 

2.65mmol) dissolved in DMF 6ml was treated with potassium carbonate (-325 mesh, 397mg, 
4.0mmol) methyl bromoacetate (362ul, 3.7mmol) and the mixture was stirred overnight at 
room temperature. After cooling, water 10ml was added and the mixture extracted with 
diethyl ether (3x20ml) dried over magnesium sulphate and evaporated under reduced pressure 

10 to give methyl 2-{242-(benzyloxycarbonyl(amino)ethyl)]phenoxy}acetate (847mg); NMR 
(CDC13) : 2.8(2H,q), 3.5(2H,m), 3.8(3H,s), 4.6(2H,s), 5.1(3H,m), 6.7(lH,d), 6.9(lH,t), 7.1- 
7.4(7H,m) 

Methyl 2-{2-[2-(benzyloxycarbonylamino)ethyl]phenoxy}acetate (343mg, lmmol) 
15 dissolved in methanol together with p-toluenesulphonic acid (190mg,lmmol) was treated with 
10% palladium on carbon and hydrogenated for 2 hours. The solid was removed by filtration, 
washed with methanol (2x2ml), the filtrate evaporated under reduced pressure and azeotroped 
twice with toluene to give methyl 2-[2-(2-aminoethyl)phenoxy]acetate.(403mg), m/z 210 
(M+H) which was used without further purification. 



Method #36 

2- Aminoindan- 1 -ol 
OH 




Isoamyl nitrite (15 ml, 108 mmol) was added to a solution of indan-l,2-dione (12 g, 90 
25 mmol) in methanol (380 ml) at 45°C followed by concentrated HC1 (12 ml) dropwise over 5 
minutes. The reaction mixture was stirred for 3 hours at room temperature. Excess isoamyl 
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nitrite (1 ml) and concentrated HC1 (1 ml) was added and the suspension stirred for a further 
15 minutes. On cooling to room temperature a white precipitate formed. The precipitate was 
filtered off and washed with cold methanol (40 ml) followed by diethyl ether (40 ml) to afford 
indan-l,2-dione-2-oxime as a white solid (6.2 g, 43%). 
NMR: 3.8(2H,s), 7.4(lH,t), 7.6(lH,d), 7.7(2H,t); m/z 162 (M+H) 

A solution of indan-l,2-dione-2-oxime (6.2 g, 39 mmol) in ethanol (470 ml) and 
4MHCl/Dioxane (36 ml) was hydrogenated at room temperature and 40 psi. The reaction 
mixture was filtered through celite, washed with ethanol (30 ml) and concentrated under 
reduced pressure to give 10 g of an off-white solid which was recrystallised from ethanol to 
give the title compound as a white solid (5 g, 86%). NMR: 2.8(lH,dd), 3.2(lH,dd), 
3.7(lH,q), 5.1(lH,t), 6.0(lH,d), 7.1-7.3(4H,m), 8.6(2H,s) 

Method #37 

2-Amino-A^methvl-A^r 1-oxo- 1 .2.3.4-tetrahvdronaphth-2-vnmethvlacetamide 



Tetralone (1 eq, 100 mmol, 15 g) and methylamine hydrochloride (2.5 eq, 250 mmol, 
15 g) and paraformaldehyde (1 eq, 100 mmol, 3 g) in ethanol (100 ml) were heated under 
reflux for 16 hours. The reaction mixture was cooled and filtered to afford 2- 
(methylaminomethyl)-3,4,dihydro-l-(2H)-naphthalenone as a solid (14 g). 

2~(Methylaminomethyl)-3,4,dihydro-l-(2^0-naphthalenone (1 eq, 20 mmol, 4.5 g), 
HOBT (1 eq, 20 mmol, 2.7 g), W-benzyloxycarbonylglycine (1 eq, 20 mmol, 4.18 g), 
triethylamine (1.25 eq, 25 mmol, 3 ml) and dicyclohexylcarbodi-imide (1 eq, 20 mmol, 4.12 
g) were dissolved in dichloromethane (130 ml) and were stirred at ambient temperature for 18 
hours before being cooled to 0 °C and filtered. The filtrate was concentrated and the residue 
was taken up in ethyl acetate before being washed with aqueous sodium bicarbonate, dried, 
filtered and concentrated. The residue was left to stand in a solution of hydrogen bromide in 
acetic acid for 30 minutes. The mixture was triturated with diethyl ether and the solvent was 
decanted off. The residue was treated with ammonia solution and this was extracted with 



O 



O 
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chloroform. The chlorofoim was concentrated and the residue was recrystallised from ethanol 
to afford the tide compound. 

Method #38 

2- Amino-6-fluoro- 1 -indanol 
OH 




To a solution of sodium carbonate (0.8 g, 7.2 mmol) in water (13 ml) was added 4- 
fluorophenylalanine (1.3 g, 7.2 mmol) followed by a solution of N- 
ethoxycarbonylphthalamide (1.6 g, 7.2 mmol) in ethyl acetate (10 ml). The two-phase 
reaction mixture was stirred for 24 hours at room temperature. The organic phase was 
separated and discarded and the aqueous phase was acidified with concentrated HC1 to pH 2. 
The aqueous phase was then extracted with ethyl acetate (3 x 20 ml) and the combined 
extracts dried over magnesium sulphate then concentrated under reduced pressure to give 3- 
(4-fluorophenyl)-2-phthaUmidopropanoic acid as a white solid (2g, 89%); NMR 3.3(lH,dd), 
3.5(lH,dd), 5.1(lH,dd), 6.3(lH,brs), 7.0(2H,t), 7.1(2H,dd), 7.8(4H,s). 

To a solution of 3-(4-fluorophenyl)-2-phmalimidopropanoic acid (2.0 g, 6.4 mmol) in 
DCM (20 ml) was added thionylchloride (0.6 ml, 6.4 mmol) and 1 drop of DMF. The 
reaction mixture was stirred at room temperature for 1 hour. Aluminium chloride (2.6 g, 19.2 
mmol) was added and the reaction mixture stirred for 3 hours at room temperature. The 
resulting mixture was poured into ice and concentrated HC1 (20 ml) and stirred for 10 
minutes. This mixture was extracted with DCM (3 x 20 ml) and the combined organic 
extracts were washed with water (2 x 20 ml), saturated sodium hydrogen carbonate (1 x 20 
ml) and water (1 x 20 ml). The organic phase was then dried over magnesium sulphate and 
concentrated under reduced pressure to give 6-fluoro-2-phmalarnido-indan-l-one as a white 
solid (lg, 53%). NMR 3.3(lH,dd), 3.5(lH,dd), 5.1(lH,dd), 6.8(lH,t), 7.0(lH,dd), 7.7- 
8.0(5H,m); m/z 296 (M+H) 



Sodium borohydride (512 mg, 14 mmol) was added to a solution 6-fluoro-2- 
phthalamido-indan-l-one (800 mg, 2.7 mmol) in isopropanol/water (6: 1, 10.5 ml) ; 
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solution stirred at room temperature for 24 hours. Excess acetic acid was then added to the 
reaction mixture and the resulting solution heated at 60°C for 6 hours. The reaction mixture 
was then cooled to room temperature and concentrated under reduced pressure to give a white 
solid which was purified by ion-exchange chromatography using Dowex 50wx2 
(watermethanol 1:1 containing 3% ammonia) to give the title compound as a white solid (141 
mg,31 %); NMR3.3(lH,dd) ) 3.5(lH,dd),4.8(lH I m) ) 4.9(lH,d),6.8-7.4(3H,m); m/Zl68 

(M+H) 



Method #39 

0- Amino- 1 , 9. ^ , 4-tetrahv flrnnaphth-l -ol 
OH 

,NH, 




To a solution of sodium carbonate (0.8 g, 7.2 mmol) in water (13 ml) was added 
homophenylalanine (1.3 g, 7.2 mmol) followed by a solution of ^-ethoxycarbonylphthalamide 
(1.6 g, 7.2 mmol) in ethyl acetate (10 ml). The two-phase reaction mixture was stirred for 24 
hours at room temperature. The organic phase was separated and discarded and the aqueous 
phase was acidified with concentrated HC1 to pH 2. The aqueous phase was then extracted 
with ethyl acetate (3 x 20 ml) and the combined extracts dried over magnesium sulphate then 
concentrated under reduced pressure to give 4-phenyl-2-phmalimidobutanoic acid as a white 
solid (1.5 g, 67%); m/z 308 (M-H). 

To a solution of 4-phenyl-2-phthalimidobutanoic acid (1.5 g, 4.9 mmol) in DCM (20 
ml) was added thionylchloride (0.4 ml, 4.9 mmol) and 1 drop of DMF. The reaction mixture 
was stirred at room temperature for 1 hour. Aluminium chloride (2.0 g, 14.7 mmol) was 
added and the reaction mixture stirred for 3 hours at room temperature. The resulting mixture 
poured into ice and concentrated HC1 (20 ml) and stirred for 10 minutes. This mixture 
extracted with DCM (3 x 20 ml) and the combined organic extracts were washed with 
water (2 x 20 ml), saturated sodium hydrogen carbonate (1 x 20 ml) and water (1 x 20 ml). 
The organic phase was then dried over magnesium sulphate and concentrated under reduced 
pressure to give 2-phmalarmdo-3 ) 4-dihydro-(2^-naphthalen-l-one as a white solid (880 mg, 



was 
was 
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62%). NMR 23ClH.n0. 2.7(lH,m), 3.1(lH,dt), 33(lH,m), 5.2(lH,dd), 73-8.0(8H,m); m/z 
292 (M+H) 

To a solution of 2-phthalamido-3,4-dihydro-(2if)-naphthalen-l-one (880 mg, 3 mmol) 
in isopropanotfwater (6:1, 11.5 ml) was added sodium borohydride (567 mg, 15 mmol) and 
the solution stirred at room temperature for 24 hours. Excess acetic acid was then added to 
the reaction mixture and the resulting solution heated at 60°C for 6 hours. The reaction 
mixture was then cooled to room temperature and concentrated under reduced pressure to give 

white solid which was purified by ion-exchange chromatography using Dowex 50wx2 
(water.methanol 1:1 containing 3% ammonia) to give the title compound as a white solid (150 
mg, 30 %). NMR 2.8(lH,dd), 3.0(lH,dd), 3.3(lH,m), 3.5(lH,m), 4.5(lH,m), 4.8(lH,d), 7.1- 
7.4(4H,m); m/z 164 (M+H) 



a 



Method #40 

(+/-~) Trans-2- Amino- 1 -methoxvindan 




A solution of (+/-) fram-2-bromo-l-hydroxyindan (21.0g, O.lmol) and potassium 
phthalimide (42.0g, 0.22 mol ) in dry DMF (120ml) was heated at 100°C for 5 hours. The 
reaction mixture was cooled and evaporated to an oil which was triturated with ethyl acetate 
and filtered. The filtrates were evaporated and purified by chromatography on silica with 2: 1 
iso- hexane:ethyl acetate as eluent to give W-trans -l-hydroxy-2-phthalimido indan as a 
pale yellow amorphous powder (17.7g, 63%). NMR 2.8(1H, dd), 3.15(lHdd), 4.8-5.0(lH, m), 
5.4(1H, d), 5.45(1H, d), 7.0-7.3(4H, m), 7.75-8.95(4H, m). 

To a solution of (+/-) ^-l-hydroxy-2-phthalimidoindan (1.4g, 5.0mmol) in dry 
tetrahydrofuran (20ml) was added 60% sodium hydride (300mg, 7.5mmol). The mixture was 
stirred at room temperature for 2 hours and then methyl iodide (0.62ml, lO.Ommol) added. 
The mixture was stirred for a further 2 hours and then 5% water in tetrahydrofuran (10ml) and 
ethyl acetate (75ml) added. The solution was washed with water, dried over magnesium 
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sulphate and evaporated to give (+/-)-/ran5-l-methoxy-2-phthaUnudoindan as a white solid 
(1.2g. 82%). NMR 2.85(1H, dd), 3.25(3H, s), 3.5(1H, dd), 4.5-4.65(lH, m), 5.55(1H, d), 
7.05-7.3(4H,m),7.85(4H,s). 

5 A mixture of (+/-)-ft^4-methoxy-2-phthaliinidoindan (850mg, 2.9mmol) and 

hydrazine hydrate (5ml) in ethanol was stirred at room temperature for 24 hours. The mixture 
was evaporated and purified by ion exchange chromatography (Dowex 50W X2 H + form) and 
the title compound eluted with 50% aqueous methanol containing 3% ammonium hydroxide 
to give the tide compound a pale yellow solid (400mg, 85%). NMR 2.8QH, dd), 3.35(3H, s), 

10 3.38(1H, dd),4.05-4.15(lH, m), 4.5-4.6(lH, m), 7.2-7.35(3H, m), 7.45-7.55(lH, m); m/z 164 
(M+H). 



Method #41 

(1R.2S)- l-rd.l-dimethvlethoxv)carbonvlamino1- 2 hvdroxvindan 




(lif,2S)4-Amino-2-hydroxyindan (lO.Og, 67.1mmol) was dissolved in 
dichloromethane (550ml) and triethylamine (18.7ml, 134.2mmol). Di-terf-butyl dicarbonate 
(18.3g, 83,9mmol) in dichloromethane (50ml) was added and the mixture stirred at room 
temperature for 20 hours then evaporated. Ethyl acetate (200ml) was added, the solution 
20 washed with water, dried over magnesium sulphate and evaporated. The crude product was 
purified by chromatography on silica with 4:1 iso-hexane: ethyl acetate as eluent to give the 
title compound as a white solid (16. lg, 96%); NMR 1.42(9H, s), 2.78(1H, dd), 3.0(1H, dd), 
4.3-4.42(lH, m), 4.78-4.9(lH, m), 4.9-5.0(lH, m), 6.3(1H, d), 7.0-7.25(4H, m). 



25 Method #42 

nff l 7/? )-9.-Amino-l-methanesulphonamidoindan 
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(liU»S)-l-Anuno-2-hydroxyindan (3.0g, 20mmol) was dissolved in dry 
tetrahydrofuran (40ml) and triethylamine (8.4ml, 60.0mmol) at 10°C. Methane sulphonyl 
chloride (5.0g, 44.0mmol) dissolved in tetrahydrofuran (10ml) was added at such a rate that 

5 the internal temperature remained below 15°C. Following the addition the mixture was stirred 
at room temperature for 20hours and then evaporated. To the residue was added ethyl acetate 
(100ml) and the mixture washed with saturated aqueous sodium bicarbonate and then water. 
The organic solution was dried over magnesium sulphate and evaporated to give (\R,2S)-l- 
methanesulphonamido-2-methylsulphonyloxyindan as a pale yellow solid (5.7g, 93%). 

10 NMR: 3.0-3.35(2H, m), 3.1(3H, s), 3.25(3H, s), 5.05-5.2(lH, m), 5.3-5.4(lH, m), 7.2-7.4(4H, 
m), 7.85-8.0(lH, m). 
m/z 304.2 (M-H). 



(li?,2.S)-l-Memanesmphonamido-2-methylsulphonyloxyindan (2.0g, 6.56mmol) was 
15 dissolved in dry dimethyl acetamide (20ml). Sodium azide (1 .7g, 26.2mmol) was added and 
the mixture heated to 90°C for 1 hour. The reaction was cooled, diluted with ethyl acetate 
(100ml), washed with water (6 x 50ml), dried over magnesium sulphate and filtered. 10% 
Palladium on activated carbon was added and the mixture stirred under a hydrogen 
atmosphere for 3 hours. Filtration through celite followed by evaporation gave the title 
20 compound as a pale green solid (1.25g, 83%). NMR (CDC1 3 ): 1.68(2H, broad s), 2.67(1H, 
dd), 3.2(3H, s), 3.23(1H, dd), 4.5-4.6(lH, m), 4.6-4.8(lH, m), 7.15-7.35(4H, m); m/z 227.4 
(M+H). 

Method #43 

25 ( 1 R. 2flV2-Amino- 1-IYL1 -dimethvlethoxv'tcarbonv laminolindan 
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(1^25)-l-[(ia-Dimethylethoxy)carbonylamino]-2-hydroxyindan (Method #41, 7.5g, 
30.1mmol) was dissolved in dry tetrahydrofuran (90ml) and triethylamine (6.3ml, 45.0mmol). 
Methanesulfonyl chloride (3.78g, 33.0mmol) dissolved in dry tetrahydrofuran (10ml) was 
5 added and the mixture stirred at room temperature for 20 hours. The mixture was evaporated 
and ethyl acetate (250ml) added. After washing with water and drying over magnesium 
sulphate the organic solution was evaporated to (}R,2S)-\-[(l,l- 

dimemylemoxy)carbonylanimo]-2-memanesulphonyloxyindan as white solid (9.7g, 98%). 
NMR1.45(9H, s), 3.05-3.35(2H, m), 3.18(3H, s), 5.15-5.25(1H, m), 5.28-5.38(lH, m), 7.15- 
10 7.22(4H,m),7.45(lH,d). 

(U2^-l-[(14-Dimemylemoxy)carbonylamino]-2-methanesulphonyloxyindan(3.5g, 
10.7mmol) was dissolved in dry dimethyl acetamide (50ml). Sodium azide (3.5g, 53.9mmol) 
was added and the mixture heated to 90°C for 3 hours. The reaction was cooled, diluted with 
15 ethyl acetate (150ml), washed with water (6 x 50ml) and dried over magnesium sulphate. 
10% Palladium on activated carbon was added and the mixture stirred under a hydrogen 
atmosphere for 4 hours. Filtration through celite followed by evaporation gave the title 
compound as a white solid (2.6g, 98%). NMR: 1.45(9H, s), 2.5(1H, dd), 3.0(1H, dd), 3.2- 
3.45(3H, m), 4.5-4.6(lH, m), 7.0-7.25(5H, m). 



Method #44 

. 9.3-DieMoro-5-rAm-w-raj-Hi™^^ 

yncarbamovll-4H-thieno r3.2-fc1pvrrole 
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To a solution of (^^^^-[(la-Qimethylethoxy^arbonylaminol^-hydroxyindan 
(Method #41, 7.0g, 28.1mmol) in dichloromethane (50ml) was added 3,4-dihydro-2tf-pyran 
(4.7g, 56.2mmol) and pyridinium toluene-4-sulphonate (lOOmg). The mixture was stirred for 
4 hours, diluted with ethyl acetate (200ml), washed with water (2 x 50ml), dried over 
5 magnesium sulphate and evaporated to give (li?,2«-l-[(l,l-dimemylemoxy)carbonylamino]- 
2-[(tetrahydropyran-2-yl)oxy]indan as a white solid (8.9g, 96%). NMR1.25-1.85(6H, m), 
1.45(9H, d), 2.85-3.K2H, m), 3.35-3.5(lH, m), 3.68-3.9(lH, m), 4.35-5.1(3H, m), 6.8(1H, 
dd),7.1-7.3(4H,m). 

10 ( i£2S)-H(l,l-Dimemyle^ 

(4.0g, 12.0mmol) was dissolved in dry DMA (25ml) at 10°C and 60% sodium hydride 
(575mg, 14.4mmol) added. The mixture was stirred at room temperature for 30 minutes and 
then methyl iodide (2.0g, 14.4mmol) added after which the reaction was stirred for a further 3 
hours at room temperature. The mixture was diluted with ethyl acetate (50ml), washed with 

15 water (6 x 50ml), dried over magnesium sulphate and evaporated to give (l^^^-l-liV-td,!- 
dimemylemoxy)]carbony^^ 38 an oil (4 ' lg ' 

98%). NMR 1.4-1.9(6H, m), 1.5(9H, d), 2.7(3H, dd), 2.85-3.3(2H, m), 3.47-3.6(lH, m), 
3.72-4.0(lH, m), 4.7-5.0(2H, m), 5.5-5.84(lH, m), 7.15-7.35(4H, m); m/z 348.6 (M+H). 

20 To a solution of (i^2^4-{^-[(l,l-mmemylemoxy)carbonyl]-iv r -memylamino}-2- 

(tetrahydropyran-2-yl)oxyindan (4.0g, ll.Smmol) in methanol (50ml) was added toluene-4- 
sulphonic acid (lOOmg) and the mixture stirred at room temperature for 2 hours. Saturated 
aqueous sodium bicarbonate (50ml) and water (10ml) was added and the mixture extracted 
with ethyl acetate. The organic extract was washed with water, dried over magnesium sulphate 

25 and evaporated to give (li^,2^-l-{^[(l,^dimemylemoxy)carbonyl]-A^-memylamino}-2- 
hydroxyindan as an oil (3.0g, 100%). NMR 1.45(9H, s), 2.6(3H, s), 2.75(lH,dd), 3.05(1H, 
dd) , 4 .4-4.57(lH,m), 5.0,5.12(1^ m), 5.34(1H, dd), 7.03-7.33(4H, m). 

To a solution give (l£2$-l-{Jv--[(l,l-dmie^ 
30 hydroxymdan(3.0g,11.4mmol)indryteu^^ 

(2.4ml, 17.1mmol) and methane sulphonyl chloride (1.44g, 12.55mmol). The mixture was 
stirred at room temperature for 1 hour, evaporated and diluted with ethyl acetate (100ml). The 
organic solution was washed with saturated aqueous sodium bicarbonate and then water, dried 
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over magnesium sulphate and evaporated to give a pale yellow syrup. The crude material was 
purified by silica chromatography with 4:1 *o-hexane:ethyl acetate as eluent to QR,2S)-l-{N- 

[(UnHntod!^^ aS a ° lear 

colourless syrup (3.1g, 80%). NMR (CDQ 3 ): 1.54(9H, s), 2.7(3H, d), 3.0(3H, s), 3.16- 
5 3.42(2H, m), 5.35-5.51(lH, m), 5.78(1H, dd), 7.2-7.35(4H, m); m/z 342.5 (M+H). 

(1^2S)-l-{iV-[(ia-Dimemylemoxy)carbonyl]-^-methyl-amino}-2- 
methanesulphonyloxyindan (3.0g, 8.8mmol) was dissolved in dry DMA (30ml) and sodium 
azide (2.3g, 35.2mmol) added. The mixture was heated to 90°C for 6 hours, cooled and 

10 diluted with ethyl acetate (100ml). The solution was washed with water (6 x 50ml), dried over 
magnesium sulphate and filtered. 10% Palladium on activated carbon was added and the 
mixture stirred under a hydrogen atmosphere for 4 hours. The mixture was filtered, 
evaporated and purified by silica chromatography with 10% methanol in dichloromethane to 
give (liU6y2-amino-l-{Aq(U-dimethy^^ 35 311 oil 

15 (1.2g, 55%). NMR 1.36-1.56(9H, m), 2.6(3H, s), 2.7-2.87(lH, m), 3.2-3.35(lH, m), 4.37- 
4.54(1H, m), 5.4-5.7(lH, m), 6.93-7.1(lH, m), 7.12-7.5(4H, m); m/z 263.48 (M+H). 

5-Carboxy-2,3-Dichloro-4i/-thieno[3,2-6]pyrrole (Method #9, 472mg, 2.0 mmol), 
(l/Uo>2-aniko-l-{tf-[(l,l-dime^ 

20 lOmmol), DIPEA (0.348ml, 2.0mmol) and HOBT (270mg, 2.0mmol) was stirred in 

dichloromethane (10ml) at room temperature for 2 minutes. EDAC (480mg, 2.5mmol) was 
added and the mixture stirred at room temperature for 20 hours. The reaction was evaporated, 
ethyl acetate (50ml) added and washed with water. The organic phase was dried over 
magnesium sulphate and evaporated to give the title compound as a pale brown foam (900mg, 

25 94%). NMR 1.2-1.45(9H, m), 2.77(3H, s), 2.9-3.26(2H, m), 4.7-4.94(lH, m), 5.5-5.8(lH, 
m), 6.9-7.34(5H, m), 8.55-8.73(lH, m), 12.25(1H, broad s); m/z 480.3/482.1 (M+H). 
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Example 155 

Tht following iUustrate representative pharmaceutical dosage forms containing the 
compound of formula (I), or a pharmaceutical^ acceptable salt or in vivo hydrolysable ester 



(a): Tablet I 


mg/tablet 


Compound X 


100 


Lactose PhJEur 


182.75 


Croscarmellose sodium 


12.0 


Maize starch paste (5% w/v paste) 


2.25 


Magnesium stearate | 3 0 




(b): Tablet n 


mg/tablet 


Compound X 


50 


Lactose Ph.Eur 


223.75 


Croscarmellose sodium 


6.0 


Maize starch 


15.0 


Polyvinylpyrrolidone (5% w/v paste) 


2.25 


Magnesium stearate 


3.0 




(c): Tablet ffl 


mg/tablet 


Compound X 


1.0 


Lactose Ph.Eur 


93.25 


Croscarmellose sodium 


4.0 


Maize starch paste (5% w/v paste) 


0.75 


Magnesium stearate 


1.0 
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(d): Capsule 


mg/capsule 


Compound X 1 


10 


Lactose Ph.Eur 


488.5 


Magnesium stearate 


1.5 



(e): Injection I 


(50 mg/ml) 


Compound X 


5.0% w/v 


1M Sodium hydroxide solution 


15.0% v/v 


0.1M Hydrochloric acid 


(to adjust pH to 7.6) 


Polyethylene glycol 400 


4.5% w/v 


Water for injection 


to 100% 



(f): Injection II 


10 mg/ml 


Compound X 


1.0% w/v 


Sodium phosphate BP 


3.6% w/v 


0.1M Sodium hydroxide solution 


15.0% v/v 


Water for injection 


to 100% 




(g): Injection HI 


(lmg/ml,buffered to pH6) 


Compound X 


0.1% w/v 


Sodium phosphate BP 


2.26% w/v 


Citric acid 


0.38% w/v 


Polyethylene glycol 400 


3.5% w/v 


Water for injection 


to 100% 


Note 

The above formulations may be obtained by conventional procedures well known in 
the pharmaceutical art. The tablets (a)-(c) may be enteric coated by conventional means, for 



example to provide a coating of cellulose acetate phthalate. 



10 
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Claims 



A compound of formula (I): 




5 ® 
wherein: 

-X-Y-Z- is selected from -S-CR 4 =CR 5 -, -CR 4 =CR 5 -S-, -0-CR 4 =CR 5 -, -CR =CR -0-, 
-N=CR 4 -S-, -S-CR 4 =N-, -NR 6 -CR 4 =CR S - and -CR 4 =CR 5 -NR 6 -; 

wherein R 4 and R 5 are independently selected from hydrogen, halo, nitro, cyano, 
10 hydroxy, fluoromethyl, difluoromethyl, trifluoromethyl, trifluoromethoxy, amino, carboxy, 
carbamoyl, mercapto, sulphamoyl, ureido, C, 6 alkyl, C^alkenyl, C^alkynyl, C^alkoxy, 
C^alkanoyl, Cealkanoyloxy, AKCi-6alkyl)amino, JWC^alkyl^amino, 
C^alkanoylamino, ^(C^alkyl)carbamoyl, JV,Ar-(C^alkyl) 2 carbamoyl, C^alkylS(0) a 
wherein a is 0 to 2, C^alkoxycarbonyl, C, 6 alkoxycarbonylamino, iV-(C w alkyl)sulphamoyl, 
15 Ar,^-(Ci.6alkyl) 2 sulphamoyl, C^alkylsulphonylamino and 
Ci.6alkylsmphonyl-AT-(Ci^alkyl)amino; 
R 6 is hydrogen or Ci. 6 alkyl; 

R 1 is selected from hydrogen, halo, nitro, cyano, hydroxy, amino, carboxy, carbamoyl, 
mercapto, sulphamoyl, ureido, Chalky!, C 2 . 6 alkenyl, C^alkynyl, C^alkoxy, C,. 6 alkanoyl, 
20 Cfialkanoyloxy, AKC^aWamuio, iV,iV-(C^alkyl) 2 amino, C^alkanoylainino, 

^-(C^alkyljcarbamoyl, ^^-(CMalkyDacarbamoyl, C,. 6 alkylS(0) a wherein a is 0 to 2, 
d-ealkoxycarbonyl, C^alkoxycarbonylamino, jV-(Ci. 6 alkyl)sulphamoyl, 
Ar,^(C 1 . 6 alkyl) 2 sulphamoyl, C^alkylsulphonylamino, C^alkylsulphonyl-^d-ealkyDanuno, 
C 3 . 8 cycloalkyl, Cs-gcycloalkylC^alkyl, aryl, arylC^alkyl, heterocyclic group and 
25 (heterocyclic groutfC^alkyl; wherein R 1 maybe optionally substituted on carbon by one or 
more groups selected from P and wherein if said heterocyclic group contains an -NH- moiety 
that nitrogen may be optionally substituted by a group selected from R; 

R 2 is selected from hydrogen, halo, nitro, cyano, hydroxy, fluoromethyl, 
difluoromethyl, trifluoromethyl, trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, 
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sulphamoyl, ureido, C^alkyl, C 2 ^alkenyl, C 2 . 6 alkynyl, C^alkoxy, C^alkanoyl, 
C-salkanoyloxy, AHC w alkyl)amino, iV;AT-(C w alkyl)2ainino, C,. 6 alkanoylamino, 
^-(CwalkyDcarbamoyl, AWC M alleyl) 2 carbamoyl, iV-(C^alkyl)-Ar-(C^alkoxy)carbamoyl, 
C«alkylS(0) a wherein a is 0 to 2, Q-ealkoxycarbonyl, C^alkoxycarbonylamino, 
5 ^-(CLsalkyDsulphamoyl, Ar,AHC w alkyl) 2 sulphamoyl, sulphamoylamino, 

^-(CfialkyDsulphamoylamino, ^^-(d^alkyDiSulphamoylamino, C^alkylsulphonylamino, 
C^alkylsulphonylaminocarbonyl, C^alkylsulphonyl-Ar-(C^alkyl)amino and a group 
-E-F-G-H; 

wherein E and G are independently selected from a direct bond, -0-, -S-, -SO-, -S0 2 -, 
10 -OC(O)-, -C(0)0-, -C(O)-, -NR a -, -NR a C(0)-, -C(0)NR a -, -S0 2 NR a -, -NR a S0 2 -, 
-NR a C(0)NR b -, -OC(0)NR\ -NR a C(0)0-, -NR a S0 2 NR b -, -S0 2 NR a C(0)- and 
-C(0)NR a S0 2 -; wherein R a and R b are independently selected from hydrogen or Ci^alkyl 
which is optionally substituted by a group V ; 

F is Ci^alkylene optionally substituted by one or more Q or a direct bond; 
15 H is selected from aryl, C 3 . 8 cycloalkyl and heterocyclic group; wherein H may be 

optionally substituted on carbon by one or more groups selected from S and wherein if said 
heterocyclic group contains an -NH- moiety that nitrogen may be optionally substituted by a 
group selected from T; 

R 3 is hydrogen or Ci^alkyl; 
20 n is selected from 0-4; wherein the values of R 1 may be the same or different; and 

wherein the values of R 3 may be the same or different; 

P, S and Q are independently selected from halo, nitro, cyano, hydroxy, 
trifluoromethyl, trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, ureido, 
Cgalkyl, C^alkenyl, C 2 . 6 alkynyl, C^alkoxy, Ci. 6 alkanoyl, d^alkanoyloxy, 
25 iV-(Ci. 6 alkyl)amino, W,AHC^alkyl) 2 aniino, Ci. 6 alkanoylamino, #-(C,^alkyl)carbamoyl, 

#AKQ. 6 allcyl) 2 carbamoyl, Ar-(C 1 . 6 alkyl)-^-(C^alkoxy)carbamoyl, C^alkylS(0) a wherein a 
is 0 to 2, Ci-ealkoxycarbonyl, Ci-ealkoxycarbonylamino, iV-(Ci.6alkyl)sulphamoyl, 
tftf-(Cualkyl) 2 sulphamoyl, C^alkylsmphonylamino, C w alkylswphonyl-iV-(Ci.6alkyl)amino, 
C^cycloalkyl, aryl and heterocyclic group; wherein P, S and Q may be optionally and 
30 independently substituted on carbon by one or more groups selected from V and wherein if 
said heterocyclic group contains an -NH- moiety that nitrogen may be optionally substituted 
by a group selected from U; 
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V is selected from halo, nitro, cyano, hydroxy, trifluoromethoxy, trifluoromethyl, 
amino, carboxy, carbamoyl, mercapto, sulphamoyl, methyl, ethyl, methoxy, ethoxy, acetyl, 
acetoxy, methylamino, ethylamino, dimethylamino, diethylamino, AZ-methyl-AT-ethylamino, 
acetylamino, tf-memylcarbamoyl, iV-ethylcarbamoyl, ^^dimethylcarbamoyl, 

5 ^-diethylcarbamoyl, AZ-methyl-JV-ethylcarbamoyl, methyltbio, ethylthio, methylsulpbinyl, 
ethylsulphinyl, mesyl, ethylsulphonyl, methoxycarbonyl, ethoxycarbonyl, 
iV-methylsulphamoyl, AT-ethylsulphamoyl, ^AT-dimethylsulphamoyl, ^AT-diethylsulphamoyl, 
AT-methyl^-ethylsulphamoyl, morphohno, morpholinocarbonyl, N- benzylcarbamoyl, and 4- 
hydroxypiperidinocarbonyl; 

10 R, T and U are independently selected from CMalkyl, C M alkanoyl, 

C^alkylsulphonyl, CMalkoxycarbonyl, carbamoyl, ^-(CMalkyDcarbamoyl, 
Ar^-(CMalkyl)carbamoyl, phenyl, benzyl, benzyloxycarbonyl, benzoyl and phenylsulphonyl 
wherein R, T and U may be optionally and independently substituted on carbon by one or 
more groups selected from V; 

15 or a pharmaceutical^ acceptable salt or an in vivo hydrolysable ester thereof; 

with the provisos: 

i) when -X-Y-Z- is -S-CH=CH-, R^CRVV cannot be amino, l-phenyl-5-methyl-lH-l,5- 
benzodiazepin^^ 

benzo(E)(l,4)diazepin-3-yl, 2-(4-phenyl-l,2,5,6-tetrahydropyrid-l-yl)ethyl, 3-(4- 
20 phenyl-l,2,5,6-tetrahydropyrid-l-yl)propyl, 2-(4-phenylpiperazin-l-yl)ethyl, 2-(N- 
methylamino)ethyl, 2-morpholinoethyl or 2-(iV-methyl-iV-benzylamino)ethyl; 

ii) when -X-Y-Z- is -CH=CH-S-, R^RV cannot be amino or l-methyl-5-phenyl-2-oxo- 
2,3-dihydro-lH-benzo(E)(l,4)diazepin-3-yl; 

iii) when -X-Y-Z, is -CH=C(S0 2 NH 2 )-S-, R'MCR'rV cannot be methyl or isobutyl; and 
25 iv) when -X-Y-Z- is as initially defined, n is 1, R 1 is arylmethyl, substituted arylmethyl, 

(heterocyclic group)methyl and substituted (heterocyclic group)methyl and R 3 is hydrogen 
then R 2 is not a group -C(=0)-A or a group -CH(OH)-C(=0)-A in which A is NR d R d , - 
NR a CH 2 CH 2 OR a , or 
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(CH 2 ) n> R c ^CH 2 ) n> ^ ^(CH^ 



each R a and R b is independendy hydrogen or -C,-C 8 alkyl; 

each R d is independendy hydrogen, C r C 8 alkyl, C,-C 8 alkoxy, aryl, substituted aryl, 

heteroaryl, or substituted heteroaryl; 

each R° is independendy hydrogen, -C(=0)OR a , -OR a , -SR\ or -NR a R a ; and each n is 
5 independendy 1-3, and 

X^sNRVCHb-.OorS. 

2. A compound of formula (I) according to claiml wherein: 
-X-Y-Z- is selected from -S-CR 4 =CR 3 - or -CR 4 =CR S -S-; 

10 wherein R 4 and R 5 are independendy selected from hydrogen, halo, nitro, cyano, hydroxy, 
fluoromethyl, difluoromethyl, trifluoromethyl, trifluoromethoxy, amino, carboxy, carbamoyl, 
mercapto, sulphamoyl, ureido, C^alkyl, C 2 . 6 alkenyl, C 2 . 6 alkynyl, C^alkoxy, C^alkanoyl, 
C^alkanoyloxy, ^-(C.-salky^amino, MiHC^alkylhamino, C^alkanoylamino, 
iST-CC-ealkyDcarbamoyl, ^^-(C w alkyl) 2 carbamoyl, C,. 6 alkylS(0) a wherein a is 0 to 2, 

15 c^alkoxycarbonyl,C^alkoxycarbonylammo,^-(C w alkyl)sulphamoyl, 
Ar,#-(C,^alkyl) 2 sulphamoyl, Ci. 6 alkylsulphonylamino and 
Ci-ealkylsulphonyl-AT-CCi-ealkyDamino; 
nis 0; 

R 2 is a group -E-F-G-H; 
20 wherein E, F and G are each a direct bond; 

H is a C 3 . 12 cycloalkyl which is optionally fused to a benz ring wherein H may be 
optionally substituted on carbon by one or more groups S which are independendy selected 
from halo, nitro, cyano, hydroxy, trifluoromethyl, trifluoromethoxy, amino, carboxy, 
carbamoyl, mercapto, sulphamoyl, ureido, C^alkyl, C 2 . 6 alkenyl, C^alkynyl, C,. 6 alkoxy, 
25 d-ealkanoyl, C^alkanoyloxy, i\^ 6 alkyl)aniino, ^^-(C^alkylhamino, 
. Ci-ealkanoylamino, AT-(C^alkyl)carbamoyl, AWCi- 6 alkyl) 2 carbamoyl, 
jV-(Ci.6alkyl)-^-(Ci.6alkoxy)carbamoyl, C,^alkylS(0) a wherein a is 0 to 2, 
Ci^alkoxycarbonyl, Ci. 6 alkoxycarbonylamino, ^-(Ci^alkyl)sulphamoyl, 
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JNr,JS/-(C w alkyl) 2 sulphamoyl, Csalkylsulphonylamino, C w alkylsulphonyl-JV-(C^alkyl)amino, 
C^cycloalkyl, aryl and heterocyclic groups; wherein S may be optionally substituted on 



V is selected from halo, nitro, cyano, hydroxy, trifluoromethoxy, trifluoromethyl, 
amino, carboxy, carbamoyl, mercapto, sulphamoyl, methyl, ethyl, methoxy, ethoxy, acetyl, 
acetoxy, methylamino, ethylamino, dimethylamino, diemylamino, ^-methyl-iV-ethylamino, 
acetylamino, tf-methylcarbamoyl, A/-ethylcarbamoyl, JV^-mmethylcarbamoyl, 
^.JV-diethylcarbamoyl, ^methyl-^-ethylcarbamoyl, methylthio, ethylthio, methylsulphinyl, 
ethylsulphinyl, mesyl, ethylsulphonyl, methoxycarbonyl, ethoxycarbonyl, 
^methylsulphamoyl, iV-ethylsulphamoyl, MiV-dimethylsulphamoyl, ^-diethylsulphamoy 
^.methyl-^-ethylsulphamoyl, morpholino , morpholinocarbonyl , N- benzylcarbamoyl, and 



15 3. A compound of formula (I) as claimed in claim lwherein: 
-X-Y-Z- is selected from -S-CR 4 =CR 5 - or -CR 4 =CR S -S-; 
wherein R 4 and R 5 are independently selected from hydrogen, halo, nitro, cyano, 
. hydroxy, fluoromethyl, difiuoromethyl, trifluoromethyl, trifluoromethoxy, amino, carboxy, 
carbamoyl, mercapto, sulphamoyl, ureido, C,. 6 alkyl, C 2 . 6 alkenyl, C^alkynyl, Cealleoxy, 
20 C^alkanoyl, C^alkanoyloxy, A/-(C^alkyl)amino, ^N-(C,^alkyl) 2 amino, 

C.-ealkanoylamino, JV-CQ-ealkyDcarbamoyl, iWC^alkyl^carbamoyl, C^alkylS(0) a 
wherein a is 0 to 2, C^alkoxycarbonyl, C^ 6 alkoxycarbonylamino, N-(C w alkyl)sulphamoyl, 
A/^-(C^alkyl) 2 sulphamoyl, Cualkylsulphonylaniino and C^alkylsulpbonyl-W- 
(C]. 6 alkyl)amino; 
25 n is 0; 



carbon by one or more groups selected from V; 



hydroxypiperidinocarbonyl ; 

or a pharmaceutically acceptable salt thereof. 



R 2 is a group -E-F-G-H; 

wherein E, F and G are each a direct bond; and 

H is a cyclic amide of formula 
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in which k is 0, 1, 2 or 3 and 1 is 0, 1, 2 or 3 such that the sum of k and 1 is 2 or 3 and wherein 
one of the carbon atoms governed by k or 1 may be replaced by sulphur and wherein H is 
optionally substituted on carbon by one or more groups selected from S and may be 

5 independendy optionally substituted on nitrogen by a group selected from T; 

S is selected from halo, nitro, cyano, hydroxy, trifluoromethyl, trifluoromethoxy, 
amino, carboxy, carbamoyl, mercapto, sulphamoyl, ureido, C^alkyl, C^alkenyl, C 2 . 6 alkynyl, 
C^alkoxy, C^alkanoyl, C^alkanoyloxy, ^(C,^lkyl)amino, MAHC^alkyl^amino, 
C^alkanoylamino, tf-(Ci. 6 alkyl)carbamoyl, tf,AHC^alkyl) 2 carbamoyl, 
10 JV-(C,.6alkyl)-^-(Ci-6alkoxy)carbamoyl, C,^alkylS(0) a wherein a is 0 to 2, 
C^alkoxycarbonyl, C^alkoxycarbonylamino, iV-(C w alkyl)sulphamoyl, 
iViAr-Cd.ealkyDaSulphamoyI, Q-ealkylswphonylamino, C.^alkylsulphonyl-N-CC^allcy^amino, 
C 3 . 8 cycloalkyl, aryl and heterocyclic group; wherein S may be optionally and independendy 
substituted on carbon by one or more groups selected from V and wherein if said heterocyclic 

15 group contains an -NH- moiety that nitrogen may be optionally substituted by a group selected 
from U; 

T and U are independendy selected from C M alkyl, C M alkanoyl, CMalkylsulphonyl, 
C M alkoxycarbonyl, carbamoyl, AT-CC^alkyDcarbamoyl, tfiV-(C M alkyl)carbamoyl, phenyl, 
benzyl, benzyloxycarbonyl, benzoyl and phenylsulphonyl wherein R, T and U may be 

20 optionally and independendy substituted on carbon by one or more groups selected from V; 

V is selected from halo, nitro, cyano, hydroxy, trifluoromethoxy, trifluoromethyl, 
amino, carboxy, carbamoyl, mercapto, sulphamoyl, methyl, ethyl, methoxy, ethoxy, acetyl, 
acetoxy, methylamino, ethylamino, dimethylamino, diethylamino, ^-methyl-^-ethylamino, 
acetylamino, iV-methylcarbamoyl, iST-ethylcarbamoyl, jV^-dimethylcarbamoyl, 

25 MiV-diethylcarbamoyl, ^-methyl-iV-ethylcarbamoyl, methylthio, ethylthio, methylsulphinyl, 
ethylsulphinyl, mesyl, ethylsulphonyl, methoxycarbonyl, ethoxycarbonyl, 
AT-methylsulphamoyl, ^-ethylsulphamoyl, JV,^-dimethylsulphamoyl, Mtf-diethylsulphamoyl, 
W-memyl-W-emylsulphamoyl, morpholino, morpholinocarbonyl, N- benzylcarbamoyl and 4- 
hydroxypiperidinocarbonyl ; 

30 or a pharmaceutical^ acceptable salt or an in vivo hydrolysable ester thereof. 

4. A compound of formula (I) as claimed in claim 1 wherein: 
-X-Y-Z- is selected from -S-CR 4 =CR 5 - or -CR 4 =CR 5 -S-; 
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wherein R 4 and R 5 are independently selected from hydrogen, halo or C^alkyl. 
n is 1; 

R 1 is hydrogen or arylCi-6alkyl; 

R 2 is selected from a group -E-F-G-H; 

wherein E, F and G are each a direct bond; 
~ H is an unsaturated five membered heterocyclic group containing at least one nitrogen 
atom and one or two ring atoms selected from oxygen and sulphur and wherein H may be 
optionally substituted on carbon by one or more groups S which are independendy selected 
from halo, nitro, cyano, hydroxy, trifluoromethyl, trifluoromethoxy, amino, carboxy, 
carbamoyl, mercapto, sulphamoyl, ureido, C^alkyl, C^alkenyl, C 2 . 6 alkynyl, d^alkoxy, 
C^alkanoyl, Csalkanoyloxy, ^-(C^alkyl)amino, W(C,. 6 alkyl) 2 amino, 
C^alkanoylamino, ^-(Ci^alkyl)carbamoyl, JWCi-6alkyl) 2 carbamoyl, 
jV-(Ci. 6 alkyl)-JV-(Ci.6alkoxy)carbamoyl, Ci. 6 alkylS(0) a wherein a is 0 to 2, 
C^alkoxycarbonyl, C^alkoxycarbonylamino, AHCi^alkyl)sulphamoyl, 
iV^-(C^alkyl) 2 sulphamoyl, C^alkylsulphonylamino, d^alkylsulphonyl-iV-CC^alkyDamino, 
C 3 . 8 cycloalkyl and aryl groups; 

R 3 is hydrogen or Ci^alkyl; 
or a pharmaceutical^ acceptable salt thereof. 

5. A compound of formula (I) as claimed in claim 1 wherein: 

-X-Y-Z- is selected from -S-CR 4 =CR 5 - or -CR 4 =CR 5 -S-; 
wherein R 4 and R 5 are independendy selected from hydrogen, halo or Ci^alkyl. 

nisO; 

R 2 is a group -E-F-G-H; 
wherein E is a direct bond; 
F is methylene; 

wherein G is -C(0)NR\ wherein R a is selected from hydrogen or C^alkyl which is 

optionally substituted by a group V ; 

H is aryl which may be optionally substituted on carbon by one or more groups 

selected from S; 

S is selected from halo, nitro, cyano, hydroxy, trifluoromethyl, trifluoromethoxy, 
amino, carboxy, carbamoyl, mercapto, sulphamoyl, ureido, C^alkyl, C 2 -6alkenyl, C^alkynyl 
C-ealkoxy, C^alkanoyl, Cealkanoyloxy, ^-(C^alkyl)amino, iV,^-(C^alkyl) 2 amino, 
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Cualkanoylamino, AKCi- 6 alkyl)carbamoyl, AWCi^alkylkcarbamoyl, 
Ar-(C,. 6 alkyl)-iV-(C w alkoxy)carbamoyl, C^alkylS(0) a wherein a is 0 to 2, 
d-fialkoxycarbonyl, Q-salkoxycarbonylamino, AKQ-eall^smphamoyl, 
TOC^kyDaSulphamoyl, C^alkylsulphonylamino, C^alkylsulphony I-iV-^^kyDaimno, 
5 C 3 . 8 cycloalkyl,aryl and heterocyclic group; wherein S may be optionally and independently 
substituted on carbon by one or more groups selected from V ; 
V is selected from halo, nitro, cyano, hydroxy, trifluoromethoxy, trifluoromethyl, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, methyl, ethyl, methoxy, ethoxy, acetyl, acetoxy, 
methylamino, ethylamino, dimethylamino, diethylamino, ^memyl-JV-emylamino, 
10 acetylaimno^methylcarbamoyl,^^^ 

i\r ( Ar-diethylcaibamoyl, JST-methyl-JV-ethylcarbamoyl, methylthio, ethylthio, methylsulphinyl, 
ethylsulphinyl, mesyl, ethylsulphonyl, methoxycarbonyl, ethoxycarbonyl, 
Ar- me thylsulphamoyl,*W^ 

^methyl-^-ethylsulphamoyl, morpholino, morpholinocarbonyl, N- benzylcarbamoyl , and 4- 
15 hydroxypiperidinocarbonyl; 

or a pharmaceutical^ acceptable salt thereof. 



6. A compound selected from 

2,3^cM<>ro-5-[JV , -(2-pheno 

20 2,3-&cMoro-5-{iH2-(2-tMeny» 

2,3-dlchloro-5-{iV-[2-(2-memoxyphenyl)ethyl]carbamoyl}^if-tmeno[3,2-^ 

2>dicUoro-5-[AK2-pbOT 

2,3-dicMoro-5-{7/42-(4-fluorophenyl)emyl]carbamoyl}^-lMeno[3^^^ 
2,3^cMoro-5-[iV'^phenylcarbamoylmemyl)carbamoyl]-4H-to 
25 2,3-mcmoro-5^-{2-[(2-pyridyl)ammo]emyl}carbamoyl)-4//-to 

^-dicMor^S-tAWtf-^^ 
thieno[3,2-6]pyrrole; 

2,3-dichloro-5-{iV , 42Kmiomorpholmo)emyl]carbamoyl}^if-tmeno[3 
5-[i^(benzoylmemyl)carbamoyI]-2,3^cWoro-4iy-thieno[3,2-6]pyrrole; 
30 3- c moro-5-[iV , -(^-phenylcarbamoylme%l)carbamoyl]^-tMeno[3,2-6]pyrrole; 
3K5hloro-5-{^[2<thiomorpholmo)emyl]carbamoyl}^-tMe 
3^Moro-5-{tf-[2-(^methyl^^^ 
thieno[3,2-6]pyrrole; 
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3^hloro-5-[^-(benzoylmethyl)carbamoyl]4i/-thieno[3 1 2-6]pyrrole; 
3^hloro-5-{iV-[2K2-methoxyphenyl)ethyl]carbamoyl}^-thieno[3,2^ 
3-cUoro-5-{JV42-(2-thienyl)ethyl]carbamoyl}^H-thieno[3,2-6]pyrrole; 
3-chloro-5-[iV<2-phenyl4-cyclopropyl)carbamoyl]^-thieno[3,2-6]pyrrole; 
5 3-cWoro-5M^-[2K4-fluorophenyl)ethyl]carbamoyl}-4H-tbieno[3>6]p^ 
3-cMoro-5-[JV<2-phenoxyethyl)carbamoyl]-4^-tbienot3,2-6]pyrrole; 
3-chloro-5-{^-[2Kl-phenylmethan e sulphonanudo)ethyl] C arbamoyl^ 

3^Woro-5-[AK4-oxo-23A5-te^^^ 
6]pyrrole; I 

10 2-cWoro-54^-(benzoylmethyl)carbamoyl]-4i/-tbieiio[3,2-&]pyrrole; 

2-cMoro-5-[/H2-phenyl-l-cyc^^ 

2^Mno-5-[N r -(Ar-phenylcaibam 

2-cbloro-5-(J^{2-[(2-pyridyl) 

2^hloro-5-{iH2-(2-methoxyphenyl)^ 
15 2<hloro-5-[^-(2-phenoxy6thyl)carbamoyl]-4H-tWeno[3>6]pynole; 

2-cUoro-5-{^-[2-(2-thienyl)ethyl]carbamoyl}^i/-thieno[3,2-i]pyrrole; 

2*Woro-5-{A42K4-fluorophenyl)e^ 

2-chloro-5-{A42-(W-methyb^^^ 

thieno[3,2-i]pyrrole; 

20 2^moro-5-{^-[2<tWomorpholino)ethyl]carbamoyl}^-tWeno[3,2-6]pyrrole; 

2>dichloro-5-[iV-(23-di^ 
4if-tbieno[3,2-6]pyrrole; 

23-dicWoro-5-[^4-sulphamoylphenylme%l)carbamoyl]-4Meno[3,2-6] 
2>dicMoro-5-[Ar-(2-hydroxy-l-phenethyl)carbamoyl]-4ir-tbieno[3 

25 2,3-ticWoro-5-{JSK2-[(3-trifluoro^^^ 
2>]pyrrole; 

23^chl0ro-5-{tf-[3-(5-te^ 

2,3-dicmoro-5-[JV'-(5K>xo-3-phenyl-4,5-dmydroisoxazol-4-yl)caA 
6]pyrrole; 

30 2 >dichloro-5-[J\K5-hydroxy-2^ 
4if-tbieno[3,2-6]pyrrole; 
2-cmoro-5-{iH3-(benzyloxycarbo^^ 

2,3-dicWoro-5-{Ar-[(4-dimethylaminophenyl)methyl]carbamoyl}^-tW 
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23-dicWoro-5-{W-(pbenyl^^ 
23-dicWoro-5-[W 

2><iicMoro-5-[tf-^^ • 
5 23-dicWoro-5-{^-[2-(4-hydro X yphenyl)ethyl]carba m oy^ 

2 ' 3 -dicWoro-5-{W(be™^ 
23-dichloro-5-{^[2-(4-cmorophenyl)-2-hydrox^ 

thieno[3,2-6]pyrrole; 

W -dichloro-5-Winudazo[l>a]pyrid-2-yl)caAamoyl} 

10 5-{tf-[(benztb^^^ 

2^cWoro-5-{iH(6-^^ 
23-dicMoro-5-{AK2-[(2-py^^ 

2>dicbloro-5-{tf-[ ^-(2-hydroxy-3-ph e noxypropyl)carbamoylmethyl] carbamoyl} -4H- 

thieno[3,2-6]pyrrole; 
15 23-dicWoro-5-{W(3-methyUsothiazol-5-yl)caiba m oy 

6]pyrrole; 

23-dichloro-5-{iV-[2-(pyridazm-3-yloxy)ethyl]carbamoyl} 
2<moro-5-^-{2-[(3-trmuoromemylpyrid-2-yl)ai n mo]e^ 

6]pyrrole; 

20 23-dicmoro-5-{^[M4-sulphamoylphenyl)ethyl]carbamoy^ 
2>dicWoro-5-{iV-[2-(2-pyTidyl)^^ 
2, 3 -dicbloro-5-{AW^ 
f>]pyrrole; 

2^cMoro-5-{#-(2-[(3-qui^^^ 
25 5 '{tf-[3-(4-acetaimdo^^ 
2>]pyrrole; 

2 ,3-dicMoro-5-{^ 
6]pyrrole; 

30 6]pyrrole; 

2>dicbloro-5-{JH2-(2,^ 
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5-{AM2-benzylthio-l-(hy^^ 
Z>]pyrrole; 

23-dicbloro-5-{Ar-[2-(<I^^^ 
frjpyrrole; 

2>dicMoro-5-{Ar-[(6-meth^^ 

p>23^chloro-5-{A4(2-oxo^^ 

4/f-thieno[3,2-6]pyrrole; 

23^cMoro-5-(tf-{2-[3-(caib^^ 

Z>]pyrrole; 

HAT-{[6-(benzo[l^dioxol^^^ 
4if-thieno[3 ,2-fe]pyrrole; 

5-(AT-benzylcarbamoyl)- 2,3-dichloro-4 J H r -thieno[3,2-A]pyrrole; 

23-dicmoro-5^-phenethylcarbamoyl)^/f-tMeno[3,2-i]pyrrole; 

2,3-(Uchloro-5-[^K3-phenylpropyl)carbamoyl]^-thieno[3>6]pyn:ole; 

23-dicWoro-5-{W2-(2-hydroxyph^^ 
23-dicMoro-5-[AHa,a-dimethy^ 
2^icWoro-5Wli>henylcy^^ 
23-<iicMoro-5-[jVKP-inetbyl^^^^ 

2,3^iicMoro-5-[iV^^ 
5-[AH#-benzylcarbamoylm^^ 

S-ttf^enzyl-^m^ 

23-dicMoro-5-[AH#-roethyl^^ 

23^cMoro-5-{AT-[^-(2^yanoethyl)-^-phenylcarbamoylme 

6]pyrrole; 

2>dicWoro-5-{i\qjVK4-methoxyphe^ 
fe]pyrrole; 

23^cWoro-5-{^4^-(4-fluorophenyl)carbamoylmethyl]carbamoy^ 

2,3-dicMoro-5-{tf-[tf^^^ 

2.3*licbloro-5-{iVW 

&]pyrrole; 

2>dicMoro-5-{#-[Ar-methyl-jW 
thieno[3,2-6]pyrrole; 
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23-cUcMoro-5-{W-meth^ 
thieno[3,2-fe]pyrrole; 

2,3-dichloro-5-{^-[iV-(3-chlorophenyl) ^-methylcarbamoylmethyl]carbamoyl }-AH- 
thieno[3,2-6]pyrrole; 

23-dicWoro-5-{^-[^-(2-hydroxyethyl)-^-phenylcarbamoylmethyl]c^ 
thieno[3,2-6]pyrrole; 

2,3^cWoro-5-{iV-[^-(l,l-dimethyl-2-hydroxyethyl)carbamoylmethyl]c^^ 

thieno[3,2-6]pyrrole; 
23-dicUoro-5-{AHW-hyd^ 
thieno[3,2-6]pyrrole; 
2>dicMoro-5-{iW<2-hyd^ 

&]pyrrole; 

2,3-dicWoro-5-{A^-[^(3-hydroxypropyl)carbamoylmethyl]carbamoyl}^if-tMen 
6]pyrrole; 

2,3-dicMoro-5-{tf-[AK4-hydroxybu^ 
2>]pyrrole; 

23-dicWoro-5K^-{^-[bis(hydroxymethyl)methyl]carbamoylmethyl}carbam^ 
thieno[3,2-6]pyrrole; 

23-(KcMoro-5-{A^[i^(2,3-dihydroxypropyl)carbamoylmethyl]caibamoyl^ 
frjpyrrole; 

23^icMoro-5-{AT-[^(4-hydroxymethylphenyl)carbamoylmethyl]carbamoyl}^ 
6]pyrrole; 

2,3-<Ucmoro-5-{iV-[iV-(54soquinolyl)carbamoylmethyl]carbamoyl}-4F4hieno[ 

23-dicMoro-5-{A/'-[AH3-hydro^^ 
£>]pyrrole; 

23-dicWoro-5K^-{^-[4-(2-hydroxyetbyl)phenyl]carbamoylmethyl}carbamoyl)-4F- 
thieno[3,2-6]pyrrole; 

23-dicMoro-5-{AqjV-(2,4-difluorophe^ 

thieno[3,2-6]pyrrole; 
2,3^cMoro-5-{A4(l,23,4-tetrah^^ 

Z>]pyrrole; 

2,3-dicMoro-5-{^[^-(2-cyanoethyl)-iV--methylcarbamoylmethyl]carbamoyl^ 
i]pyrrole; 
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23-cUcMoro-5-{iW4-hyta^ 
6]pyrrole; 

23^icMoro-5-[AKW-cyclopentylcarba^ 

23-dicWoro-5-[^-(^isopropyl-iV--melhylcarbamoylmeW 
2?]pyrrole; 

23-dichloro-5-[^thiomorphoUnocarbonylmethyl)carbamoyl]^i/-tWeno[3,2-^^ 

2,3-dicWoro-5-[iV-(morpholinocarbonylmethyl)carbamoyl]^-thieno[3,2-6] 

23-dicMoro-5-{JV-[(14-dioxotWomorpholino)carbonylmethyl]ca^ 

pyrrole; 

2,3-dicUoro-5-{JV-[(l-oxotMom 
Z»]pyrrole; 

2-cWoro-5-[^K2-indanyl)carbamoyl]-6K-thieno[2,3-6]pyrrole; 
5-[W-(benz[i;2]oxazol-3-ylmethyl)^ 

23-dicmoro-5-(^-{2-[2-(hydroxymetbyl)phenyl]etbyl}carbamoylHH-^ 

2>dicMoro-5-[AK4-phenyHsoxazol-3-yb^^ 
2^-dicUoro-5^-{2-[2-(2-morpholinoethoxy)phenyl]ethyl}carbam^^ 

2>]pyrrole; 

2^-dicMoro-5<i^{2-[2^methoxycarrx>nylmethoxy)phenyl]ethy^ 
£>]pyrrole; 

5-(AK2-[2-(carboxymethoxy)ph^^^^ 

2>dichloro-5-{iH2<3-methoxyphenyl)^ 

2><iicWoro-5W2-oxo-U3,4-t^ 

23-(UcUoro-5K^-{2-[2-(2-methoxyethoxy)phenyl]ethyl}carbamoyl)-4ff^ 
6]pyrrole; 

5-(W-{2-[2Kcarbamoylmethoxy 
fc]pyrrole; 

23-di c moro-5-(^-{2-[2K^-methylcarbamoylmethoxy)phenyl]ethyl}carbamo 
thieno[3,2-&]pyrrole; 

2>dicWoro-5-(iV-{2-[2-(^-dimethylc^ 
thieno[3,2-6]pyrrole; 

2>dichloro-5KAM242Kmorpholinocarbony^ 
thieno[3,2-6]pyrrole; 
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5KiH2-[2-(JV-beiizylcar^ 
thieno[3,2-%yrrole; 
2,3^iichloro-5-(AM2-[2-(4-hy^ 
thieno[3,2-6]pyrrole; 

(5)-2-cWoro-5-{^[aK5-ethoxycarbonyl-l,3^oxadiazol-2-yl)phenethyl]carbamoyl}^ 
thieno[2,3-Z>]pyrrole; 

(^-2-cWoro-5-{^-[a-(4-methoxycarbonyloxazol-5-yl)phenethyl]carb^^ 
£>]pyrrole; 

2-cUoro-5-{tf-[<*43-p^ 
2>dicNoro-5-{^a-(3-pyridyl)phene^ 

(^2^oro-5-{W*(3-p^ 
&]pyrrole; 

2,3-ciichloro-5-[;\Kl-hydroxyinda^^^ 

2,3KHcmoro-5-[WK(i^^l-hydroxyindan-2-yl)carbamoyl]-4F-tMen 
2,3Klichloro-5-[iV-(W2R)4-hydroxyindan-2-yl)carbamoyl]-4^^^ 
2<Woro-5-[iV'Kl-hydroxyindan-2-yl)carbamoyl]-6H-thieno[2,3-6]pyrrole; 

2,3^cMoro-5-[iV-(l-hydroxy-l^ 
2>]pyrrole; 

2>dichloro-5-[AK6-flnoro-l-hyto 

2>dichloro-5-[iV-(7-methoxy-l^^ 

thieno[3,2-6]pyrrole; 

2 ) 3-dicMoro-5-[//K2-indanyl)carbamoyl]-4//-thieno[3,2-6]pyrrole; 

2^-dichloro-5-[iH3-methyUsoxazol-5-yl)methyl]carbamoyl]-4fr^ 

2)3 .dichloro-5-[iV-(4-hydroxy-14-dioxotetrahydrotbiophen-3-yl)carbamoyl]^ 

6]pyrrole; 

23-dicMoro-5-(^-{iV-methyl-iV-[(l-oxo-l ) 2 ) 3,4-tetrahydronapbtb-2- 

yl)methyl]carbamoylmethyl}carbamoyl)-4/f-thieno[3,2-63pyrrole; 

2-chloro-5-[Ar-(2-oxo-l,23,4-tetrahydroquinol-3-yl)carbamoyl]-^ 

2^moro-5-[^-(l > 23^tetrahydroqmnol-3-yl)carbamoyl]-6if-thieno[23-6] 

2^Moro-5-[^-(l-methyl-2-oxo-l,23,4-tetrahydroqukol-3-yl)carb^^ 

fc]pyrrole; 
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2-cMoro-5-[JH3-oxo-2,3,4,5-tetrahy^^ 
6]pyrrole; 

2,3-dicMoro-5-[Ar-(l-memoxymdan-2-yl)c^ 
23-dichloro-5-(^-{l-[^-(14-dimethylethoxy)caibonylaniino]in^^ 

5 thieno[3,2-%yrrole; 

5-[i^(l-aminoindan-2-yl)carbamoyl]-23-dichloro^-thieno[3,2-fc]pyrrole; 

54W-(l-ac«tamidomdan-2-yl)carbamoyl]^ 

23-dicUoro-5-{iV'-[lKmethanesulphonamido)indan-2-yl]carbamoyl}-4^-tW^ 
fc]pyrrole; 

10 23-dicMoro-5-{JV'-[l-(methylamino^^ 

23-(iicmoro-5-{^-[l-(A^-methylacetamido)indan-2-yl]carbamoyl}^i/-^ 

or a pharmaceutically acceptable salt thereof. 

7. A pharmaceutical composition which comprises a compound of the formula (I) as claimed 
15 in any one of claims 1-6, or a pharmaceutically acceptable salt or in vivo hydrolysable ester 

thereof, as defined hereinbefore in association with a pharmaceutically-acceptable diluent or 
carrier. 

8. The use of a compound of the formula as claimed in any one of claims 1 to 6 

20 or a pharmaceutically acceptable salt or in vivo hydrolysable ester thereof as a medicament. 

9. The use of a compound of the formula as claimed in any one of claims 1 to 6 

or a pharmaceutically acceptable salt or in vivo hydrolysable ester thereof, as defined 
hereinbefore in the manufacture of a medicament for use in the production of a glycogen 
25 phosphorylase inhibitory effect in a warm-blooded animal such as man. 
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2825899 A 


BR 


9908723 A 


CN 


1300279 T 


EP 


1062218 A 


EP 


1080068 A 


NO 


20004526 A 


PL 


342851 A 


WO 


9946237 A 



Publication 
date 



19/12/97 
00/00/00 
28/01/99 
19/12/96 
31/12/96 
27/10/98 
12/12/96 
22/01/97 
12/02/97 
12/03/97 
01/04/98 

27/01/98 

31/12/97 

28/09/98 

00/00/00 

10/11/98 

20/12/96 

01/11/99 

09/12/96 

24/09/98 

09/12/96 

19/12/97 

28/02/97 

06/08/97 

15/10/01 

15/06/99 

28/01/99 

27/12/99 

00/00/00 

22/08/00 

30/03/00 
11/06/98 
05/06/98 
28/08/98 
00/00/00 
28/07/98 
14/09/99 
04/06/99 



US 


5998463 A 


07/12/99 


US 


6189463 B 


20/02/01 


EP 


1088824 A2 


04/04/01 


BR 
JP 


0004582 A 
2001131181 A 


17/04/01 
15/05/01 



27/09/99 
21/11/00 
20/06/01 
27/12/00 
07/03/01 
08/11/00 
16/07/01 
16/09/99 



Form PCT/1SA/210 (patent family annex) (July 1998) 




f 



